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,i^<, n ofcytoldn B biosyn<hesi S orcAermecto 1 i™. 



immune response, by i 

Summary 

; that have ether 



Summary 

la one aspect, the invention provides imi< 
substitution at the 1-position. These 




10 **w-«.-»-*-* ,, t ""tnm* 

tt, P iike Anadditionalsetofcompoundsprovidedbytheinventioiicoii 
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Detailed Description 

Th andaoon. Coaaespondlns diffeen.*, subsume fcrftoseeompo^* 

„ i„» NflUV men eacbmstanoeoftbe variable can be independently 
compound, such asm -N(Kj)a .menraou 
selectedfrom mepermitted values fbt the variable. 

toone aspect compounds of ft. mveatioa are repesenledbyFoamelala. 

NH, 

Ry I X— W— R, 



20 



25 



30 



(la) 



wherein: 

X is -CH(R 5 )-, -CH(R S >alkyleae-, -CH(R5>alkenylen e -, 
ot CH(Rs)-alkylene-Y-alkylene-; 
Y is -0-, or -S(0)o-2~; 

-W-Ri is selected from -O-Ri-.-s and-S(0)o-2-Ri-6, 
R M . 5 is selected from 

.Rg^C^y-Z-Rs-alkyl; 
-R<rC(R7)~Z-^-alkenyl; 
-Rs-C(R7>-Z-Rs-aryl; 
.R^C^y-Z-Rg-lieteroaryl; 
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-Re-C(R7>-Z-R8-lieterocyclyl; 

-R ir N(R9)-C(Ri>- R «-- alkeayl; 

-IW-N(R9)-€(R7>- R «- heteroaryU 
-Rfi-N^hC^R^eterocyclyl; 

-R<rN(R9)-C(R7)- R iO' 

-R«-N(R9)-S02-R8-alkyl; 

-R^-N^-SOi-Rs-alkenyl; 

-RrN(R 9 )-SOr-Rr-aryl; 
-R<rN(R9)-SOr-Rr-tetetoaryH - 
-R<rN(R9)-SOr-Rr-lieterocyclyl; 

-R6-N(R9>- s02 "" Rl(); 
-R6-N(R9)-S02-N(R5)-R8-alkyi; 

-R6-N(R 9 )-S0 2 -N(R 5 )-R8-alkenyU 

-R6-N(R9>S0 2 -N(R5>Rs-heteroaryU 

-R<-N(R 9 )-S02-N(R5>Rs^ eteroc y cl y 1; 
-R 6 -"N(R9)-S0 2 -NH2; 

-R^N(R 9 H:(R7)--N(R5)-Q-R8-aikyU 
-I^-NCR.K^-NCRs^Q-Rr^kenyl; 

-R.-NC^H^^-NCRsH^Rr-aryl; 
-R^N(R 9 )- C(R 7 )-NCRsH^Rr-heteroaryl; 

C(R 7 )-N(R5VQ-W^y 1 ' 
-Ri-N(R9)-C(R7)-N(R S )2; 

-R^N^K^-NCRuVQ-Rr-aikyl; 
-Rr-N^y-CCR?)— N(Ri i)-Q— Rs-alkenyl; 
-R^N^K^-NCRuVQ-Rr^ryU 
-Ra-W- CCRTh-NtRn^Q-Rr^eteroaryl; 
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-alkenyl; 
-aryl; 

-heteroaryl; 

-heterocyclyU 
-Re- heteroaryl; and 

-R6-leterocyclyl; 

IQ Zis-NCRs)-,- 0 -' 01 " 8 " 1 

Qisabond^O-,or^0 2 - ; . or6 . memberedhetaocyc Ucor 
ArepresentstheatomsnecessarytoprovideaS orom 

heteroaroinatic^^^ 

Ru is selected ftom: 

15 -alkyl; 

-aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkenyl; 

2 0 -Re-aryl; 

-R6- heteroaryl; and 
-Rs-heterocyclyl; 

B.is ajryiene, am^***^^**"****' 
25 more -O groups; 



one or 



R 7 is =0 or -S; ^ ^ nttermotedby one 

Rgisabond,; 
or more -0- groups; 



is a bond, alkylate, alkenylene, or alkynyleDfi, which may be interrupted 



JO uomofReto&mraringofthefcrmula 
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Rio is hydrogen or 
selected from 
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(CH 2 )3-8 

Cmo alkyl; orR 9 andR 10 can join together to form aring 
-N-C(R 7 ) 7 N - S .° 2 

(J w. 

R « and 12 > 
— N-C(Rr) 

( y- 

^^^^^^^^^^ 



5 Ru is 

structure 



10 



or " 



induces the biosynthesis of one or more cytokines. 

MH 2 




Ob) 

20 

wherein: 

X is -CH(R 5 >, -CH(R 5 >alkylene-, -CH(Rs>alkenylene-, or 
CH(Rs)-alkyiene-Y-alkylene-; 
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-W-Ri is selected from -O-Rt-i-s and -S(0)o-2-Ri-6; 
Ri.i-5 is selected from 

-Rs-CCRtVZ-Rs-^ 

-Rs-CCRtV^-Rs- 3 ^^ 1 '* 

-Ry-C(R7>- Z - R8 "~ aryl; 

-Ry-CCRv^Z-Rs- 11616 ™ 3 ^ 1 '' 

-R<rC(R7>-Z-R8- heterocyclyl; 

-Rs-C(R7)-Z-H; 

-Rs-N(R9) -C(R7)-R«-alkyl; 

-R<rN(R9) -C(R7>Rs-alkenyl; 

-Rs-NCR^CR?)"^ 3 ^ 1 ' 

-R<rN(R9)-C(R7)-R«r heteroar y U 

-R s -N(R 9 )-€(R7>-Rf- tieteroc y clyl; 

.R^NCR^-C^)-^' 

-lU-N^-SOz-Rs-alkyl; 

-Rs-N^-SCh-Rs-alkenyl; 

-Rs-NCR^^-Rs-aryl; 
-Rs-N(R9>-S02-Rr^eteroaryl; 

-R5-N(R9>-SOr-Rfrheterocyclyl; 

-Rj— NCR?)— SO2— Rio; 
-R6-NCR9)-S0 2 -N(R5>R8-alkyl; 

-R6-NCR9>S02-N(R 5 )-R8-alk e,i y 1 ; 
-R 5 -N(R9)-S02-N(R 5 )-Rs-aryl; 
-R5-N(R9)-S02-N(R 5 >R8-heteroaryl; 
.R6-N(R9)-S02-N(R 5 >R8-lieterocyclyl; 

-R5-NCR9VSO2-NH2; 

-R^N^K^-N^H^R^ 1 '' 
-Re-N^K^V-NCRsHi-Rsr^y 1 -' 

-Rs-N^KCR^-NCRsHh^^ 
-R^N(R9>- C(R 7 )-N(R 5 >-Q-^ eteroar y 1; 
-Rs-NCR,)- C^V-NCRsVQ-Rr^t 610 ^ 
-Rs-N^V-C^-N^V. 
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-R<rN{R9K(R7)-N(Rit>^R^alkyl; 

* ^N(R9)-C(R7)--N(Ru>-Q-R8-^ 
-R*-N(R9>- C(R 7 )-N(Rn>-Q--R8^ eteroar y l; 
-RrN(R 9 )- WWiW-W-^ 
-R(rN(R)>-C(R7)-N(Rn)H; 

-alkenyl; 
-aryl; 
-Rs-aryl; 
-heteroaryl; 
-heterocyclyl; 
-Ra- heteroaryl; and 

-R<rheterocyclyl; 
15 Ru is selected from: 

-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
20 -alkenyl; 

-R*-aryl; 

-Re- heteroaryl; and 
-R^-heterocyclyl; 
R 2 is selected from the group consisting of: 
25 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
30 -heterocyclyl; 

-alkylene-Y-alkyl; 
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-alkylene-Y-alkenyl; 

srsi-*— — 

group consisting of: 
-OH; 
-halogen; 

-N(Rs)2; 

-C(0>Ci.ioalkyl; 
-C(0)-0-Ci.ioaJkyU 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
. -C(0>heteroaryl; 

Y is-O- or -S(0)o-2-; 
Zis-NCRsH- 0 -' 01-8- "' 

Rj n , P dkoxv C ,o alkylthio, amino, alkylammo, 

alkyl, Cwo alkenyl, Cwo alkynyl, Ci-to alkoxy, Li-io ai*y 

dialkylamino, halogen, and nitro; 

eachRs is independently hydrogen, Cuo<W. or Cw 

more -0- groups; 

atom of R6 to form aring of the formula 



15 
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r 

(CH 2 )^ 



R,„ is hydros orC,.,alk y l ; or R ,»dR,»caniomtOB=te to formamg 
selected from 

-N-C(R 7 ) 7 N - S .°2 



R 12 and '* 12 



5 Ru 
structure 



is Cm. alkyl; or R, andR„ ca* join together to form a ring having the 

(CH 2 ) 2 . 7 . gjyj 

R l2 isC 2 ,a]kylene W hichisstraightchain or branched wherem the branching 

does not prevent formation of the ring; 
10 or a pharmaceutical^ acceptable salt thereof. 

- Compounds of Formula 1-1 

One embodiment includes a class of compounds represented by Formula (1-1). 




15 

(I-D 

20 wherein: 

X is -CH(Rs)-, -CH(R 5 >alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R5)-alkylene-Y-alkylenes 

Rm is selected from the group consisting of: 



10 
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-R 6 -C(R7>- Zf - R « _lieteroaryl; 
-R«-C(R7)-Z-R8-heterocyclyl; 

-IU-C(R7)-Z-H; 

-R <r N(B9)-C(R-j)-R«- aIk y 1; 
-^-N(R 9 ) -C(R.7>-R»-aIkfinyl; 
-R«-N(R9)-C(R7>-Riraryl; 

-R6-N(R9)-C(R7>-R«-teteroaryl; 

-R6-N(R 9 )-C(R7>-Rr-heterocyclyl; and 

-R«-N(R9)-C(R7)-Rw, 

Z is-N(Rs)-» -°-» or " S_; 

R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyU 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y-alkenyl; 

-alkylene-Y-aryUand • moteSubstit uents selected from the 

. aikyi or alkenyl substituted by one or more substituen 

group consisting of: 
-OH; 
-halogen; 

-N(Rs)2; 

-C(0>Cmo alkyl; 
-C(0>0-Cuo «Wt 
-N 3 ; 
-aryl; 

-heteroaryl; 



15 



20 



25 



30 
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-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

. R, and R. are independently stated tar the gtonp onsisnng of hydrogen, Cm, 

dialkylamino, halogen, and nitro; 

eachRs is independently hydrogen, C„oalkyl, or Cmo alkenyl; 

Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

10 more -O- groups; 

R7 is=0 or=S; 

R8i sab OT 4al k ytae > alkeny 1 e oe ,ora lkyB y.e»=,«bich ffl ayb.m*r^byoBe 
15 atom of Re to form a ring of the formula 

-TV- 

(CH 2 )3^ 

> 

R, 0 i S hydrogenor C,.,. alkyV, otR, and R,.can join together .0 torn aring 
selected from 

-N-C(R 7 ) 

(J 

"« ;and 

does not prevent formation of the ring; 
or. 
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NH 2 




10 



a-2) 

wherein: 

Xis -CHCRsH -CH^alkylene-, -CH(R 5 >alkeBylene-, or 
CH(R5>alkylene-Y-alkylenes 

Rl 2 is selected from the group consisting of: 
-R«-N(R9)-S02-R8~alkyl; 
-Rfi-NCRsh-SOz-Rs-alkenyl; 

-R6-N(R9>SOr-R8-aryl; 
-R<rN(R9)-SOr-R«-tieteroaryl; 
-Rfi-NCE^VSOr-Rr^eterocyclyl; 

-R6-N(R 9 )-S02-Rto; 
15 -Re-N^-SCh-N^-^-alkyl; 

-R6-N^9>S02-N(R3>R«-a]kenyl; 

-R6-N(R9)-S02-N(R 5 )-Rraryl; 
-R<j-N(R9)-S02-N(R5)-Rs-heteroaryl; 
-^-NWSCb-N^Rs-tieterocyclyl; and 

Rj is selected fiom the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 

25 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 
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-aliylene-Y-alkenyl; 
-alkylene-Y-aryl; and 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 )2; 
-C(0>Cmo 
-C(0)-0-Ci-ioalkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-lieteroaryl; 

dictate, halogen, and nitto; 
atom of R6 to form a ring of the formula 



15 



r 



R l0 is hydrogen or 
the structure 



Cm. « orR, andR,o can join together to form a ring having 
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N-S0 2 

;and 

does not prevent formation of the ring; 

or apnarmaceutically acceptable salt thereof. 



ZL~~ «*- — p— ^— « 

NH 2 



10 

wherein: 




X is -CH(R 5 )-, -CH^alkylene-, .CH(R 5 >alkenylene-, or 
CH(R 5 )-alkylene-Y-a1kylene-; 

15 Ri-3 is selected ftom the group consisting of: 

-R6-N(R 9 >-C(R7)-N(R5>-Q-R8-alkyl; 
-Rr-N(R9>- C(R 7 )-N(R 5 )-ChR«ralkenyl; 

-RrN(R9)- C(R 7 )-N(R 5 )-Q-R8-tteteroaryl; 
-R*-N(R9)- C(R 7 )-N(Rs)-Q-RHieterocyclyH 
-R6-N(R9)- C(R 7 )-N(R5)2; 

.R€-N(R 9 >- C(R 7 )-N(RuK>-R«-alkyl; 
-Rr-N(R9>- C(R 7 )-Wi)-Q-R«^kenyl; 

.R^K^CXR^N^n^-RHjeteroaryl; 



20 



25 



15 
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-R«-N(R9>- C(R 7 )-N(Rn)H; 
R 2 is selected from the group consisting of: 
-hydrogen; 
5 -alkyl; 

-alkenyl; 
-aryl; 

-heteroaryl; , 
-heterocyclyl; 
1Q -alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and . ,nwm.«ie 

group consisting of: 

15 -° H ' 

-halogen; 

-C(0>Cwo £dkyl; 
-C(0)-0-Ci-io alkyl; 

20 Nj; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryl; and 
-C(0>heteroaryl; 

Y i&-0~ or -S(0)o-2S 

Qisabond.^OHor-SO,-; w ^^ n ^ 9 
A represents the atoms necessary to provide a 5 oro 
Meroaromatic ring that contains up to three heteroatoms; 

30 K 3 anais4 B iic 0 xv C, 10 alkylthio, amino, alkylarmno, 

alkyl, C 2 -,o alkenyl C2-10 alkynyl, C M0 alkoxy, two aucy 

dialkylamino, halogen, and nitro; 
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eachRs is independently hydrogen, Cwo^ or C ™ alkenyl; 

is alkylene, alkenyiene, or alkynylene, whieh may be interrupted by one or 

more -O- groups; 

eachR7is=Oor=S; 

5 Rs is abend, alkylene, alkenyiene, or alkynylene, vvhichmay be intexruptedby one 

or more -O- groups; 

R, ishydrogen, Cm. alkyl, or arylalkyl; or R 9 can join together with any earbon 

atom of R6 to form a ring of the formula 

(CH 2 ) M . mi 

10 Rn is Cuo alkyl; orR 9 andRn conjoin together to form a ring having the 

structure 

— N-C(R 7 ) 

C 

(CH 2 )2. 7 . 
or a pharmaceutically acceptable salt thereof. 

15 Compounds of Formula 1-4 

Another embodiment includes a class of compounds represented by Formula (1-4): 

NH 2 




a-4) 



20 wherein: 

X is -CH(R 5 >, -CH^alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 

R M is selected from the group consisting of: 
-alkenyl; 

25 -aryl; and 
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-Rtf-aryl; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 

5 -alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
10 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

.aJkyl or alkenyl substitutedby one or more substitute selected from the 

group consisting of: 
-OH; 

15 -halogen; 

-N(R 5 )2; 

-C(0>Cio alkyl; 
-C(0)-0-Ci-io alkyl; 
-N 3 ; 

20 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0>heteroaryl; 

o< Yis-0-or-S(0)a.2-; „, , _ 

dialkylamino, halogen, andnitro; 

each Rs is independently hydrogen, Cmo alkyl, or Cm. alkenyl; and 

more -O- groups; 

or apharmaceutically acceptable salt thereof: 



18 



PCT/US03/17659 

WO 03/103584 



NH 2 








? 










d-5) 



wherein: 

X is -CH(Rs>, -CH(Rs>alkylene., -CH^alkenyleae-, or 
CH(R 5 >alkylene-Y-alkyleiie-; 
10 Ri-s is selected from the group consisting of: 

-heteroaryl; 
-heterocyclyl; 
-R^- heteroaryl; and 
-Rs-heterocyclyl; 
15 is selected from the group consisting of: 

-hydrogen; 
-a&yl; 
-alkenyl; 
-aryl; 

2Q -heteroaryl; 

-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 
25 t - alkyl or alkenyl substituted by one or more substituents 

group consisting of: 
-OH; 
-halogen; 
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-C(0)-Ci-toalkyl; 

-C(0)-0-Ci-ioalkyU ; 

5 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryi; and 
-C(0)-heteroaryl; 

10 Yis-0-or-S(0)o-2S 

R 3 andR4are Wep^mtty sdooKd ta to gK»p co-siamg of hytogon, Oh. 

dialkylamino, halogen, and nitro; 

each Rs is Mcpeotaily hytogon. Cm.** or C« W. -* 

15 fc ll- ^*^-*^^■ , » b • ,,,, ™* ,4,,!, •"" 
more -O- groups; 

or a pharmaceutically acceptable salt thereof. 

20 ^rz^^^^-^ byrOT *^ 




25 wherein: 

Xis-CH(R5>, -CHCRsValkylene-, -CH^aDcenylene-, or 

CH(R 5 )-alkylene-Y-a]kylene-; 

R W is selected from the group consisting of: 
-alkyl; 

30 -ary^ 

20 
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-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^-aryl; 
5 -Rs- heteroaryl; 

-R^-heterocyclyl; 
R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 

10 -alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
15 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 

2Q -halogen; 

-N(R 5 ) 2 ; 

-C(0)-Ci-io alkyl; 
-C(0>0-Ci.io alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0>heteroaryl; 

30 Y is -O- or -S(0)o-2-; 



. 25 
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r, ndfc m independently **» *» *~* oonsiSttag < ***°**' C ''° 

dialkylamino, halogen, and nitro; 

eachRs is independently hydrogen, C W o alkyl, or C M „ alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 



5 

more -O— 

or a phannaceutically acceptable salt thereof. 



Intermediate Compounds 
,0 taAer aspect of the invention include, intermediate compounds of Formulas H 

W,,,lWlfi-l,UX.^-3,W^."« imIMi - , '" d 
LXXX-5 

to one embodiment, a class of intermediate compounds is represented by Formula 



H: 

15 




00 

wherein 

X is -CH(R 5 >, -CH(R 5 >alkylene-, -CH^-alkenylene-, or 
20 CH(R.5)-alkylene-Y-alkylene-; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
25 -aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y-alkenyl; 

, -alkylene-Y-aryU and , ., 

group consisting of: 
-OH; 
-halogen; 

10 -N(Rs)2; 

-C(0)-Ci-io alkyl; 

-C(0)-0-Cmo alkyl; 

-N 3 ; 
-aryl; 

15 -heteroaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

Y is -O- or -S(0)o-2S r 
dialkylamino.halogai, and nitro; 



of Rs to form aring of Hie formula 




(CH 2 )34 

orapnannaceuucally acceptable salt thereof 
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" In another embodiment, a class of intermediate compounds is representedby 
Formula IV: 



OPh 




S(0) M 

^1-8 

5 

(IV) 

wherein: 

X is -CH(R 5 >, -CH(Rs)-alkylene-, -CH^-alkenylene-, 
CH(R 5 )-aIkylette-Y-alkylene-; 
10 Rw is selected from the group consisting of: 

-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -alkenyU 
-Rs-aryU 
-Rc- heteroaryl; 
-Rs-ieterocyclyl; 
R 2 is selected from me group consisting of: 
20 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
75 -heterocyclyl; 
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-alkylene-Y-alkyl; 

- alkyene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
5 group consisting of: 

-OH; 

-halogen; 

-N(R 5 ) 2 ; 

-C(0)-Cuo alkyl; 
10 -C(0)-0-Ci-io alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
15 -C(0)-aryl; and 

-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, C H o alkoxy, C M o alkylthio, amino, alkylamino, 
20 dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; 

or a pharmaceutically acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 
Formula V: 



5 




wherein: 

X is -CH(R 5 >, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(R 5 >alkylene-Y-alkylene-; 
10 Ri-« is selected from the group consisting of: 

-alkyl; 
-aryl; 

-heteroaryl; 

-heterocyclyl; 
15 -alkenyl; 

.R6-aryl; 

-Re- heteroaryl; 

-R^s-heterocyclyl; 
R 2 is selected from the group consisting of: 
20 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
25 -heterocyclyl; 

-alkylene-Y-alkyi; 
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-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

-C(0>Cwo alkyl; 
-C(0)-0-Ci-io alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

Yis-0-or-S(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, C M0 
alkyl, C 2 . l0 alkenyl, C2-10 alkynyl, Cwo alkoxy, C M0 alkylthio, amino, alkylamino, 
dialkylarnino, halogen, and nitro; 

each Rs is independently hydrogen, C t -io alkyl, or C2-10 alkenyl; and 

is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O — atoms; 

or a phaimaceutically acceptable salt thereof. 
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In another embodiment, a class of intermediate compounds is represented by 
Formula LVIE: 




O 



(LVIIO 

wherein 

X is -CH(R$)-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
CH(Rs)-aIkylene-Y-alkylenes 

R2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

-alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

-C(O)-C M0 alkyl; 
-C(0>0-Cmo alkyl; 
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5 



-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 



Yis-0-or-S(0)o-2-; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2.10 alkenyl, C 2 -io alkynyl, C M0 alkoxy, Cmo alkylthio, amino, alkylamino, 
10 dialkylamino, halogen, and nitro; 

each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O— atoms; and 

R 9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
15 atom of R$ to form a ring of the formula 



or a pharmaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
Formulas LIX-1, LDC-2, and LDC-3: 

20 




(CH 2 ) 3 ^ 




(LIX-1 
LK-2 
LIX-3) 



25 



wherein: 



Rm,2.3 isRM inLDC-1, Rm in LDC-2, andRi„ 3 in LDC-3; 
X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
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CH(R 5 >alkylene-Y-alkylene-; 

R w is selected from the group consisting of: 
-R6-C(R 7 )-Z-R8-alkyl; 
-R6-C(R 7 >-Z-R8-alkenyl; 
-R6-C(R 7 )-Z-R8-aryl; 
-Rs-C^^-Z-Rs— heteroaryl; 
-R6-C(R 7 )-Z^R8— heterocyclyl; 
-R6-C(R 7 )-Z-H; 
-R6-N(R 9 ) -C(R 7 )-R8-alkyl; 
-Rs-NCRg) -C(R 7 )-R8-alkenyl; 

-R6-N(R9>-C(R 7 )-Rs-aiyl; 
-R6-N(R9>-C(R 7 )-Rr*eteroaryl; 
-R6-N(R 9 )-C(R 7 )-R«-neterocyclyl; and 

-Rs-N(R9)-C(R 7 )-Rio; 
Rj. 2 is selected from the group consisting of: 
-R6-N(R 9 )-S0 2 -R8-alkyl; 
-R6-N(R 9 )-S0 2 — Rg-alkenyl; 
-Rs-N(R 9 )-SOr-R8-aryl; 
-Rff-N(R 9 )-SOr-R8-^eteroaryl; 
-Rs-N(R 9 )-S02-R8-heterocyclyl; 

-R 6 -N(R 9 )-S0 2 -Rio; 
-Rs-N(R 9 )-S02-N(R 5 )-R8-alkyl; 
-Re-NCE^^Oa-NCRsyRg-alkenyl; 
-R6-N(R 9 )-S02-N(R5)-R8-aryl; 
-Re-K^ySOa-NCRsVRs-heteroaryl; 
-Re-NCRgySOa-NCRsVRg-heterocyclyl; and 
'-Rs-NCR^-SOi-NHi; 
R!. 3 is selected from the group consisting of: 
-R6-N(R9>-C(R 7 )— N(Rs)-Q-Rr-alkyl; 
-R5-N(R9)-C(R 7 )-NCR5)-Q-R«-alkenyl; 

-Rs-N(R 9 >-C(R 7 )-N(R5)-Q-R8-aryl; 
-Rs-NCRg)- C(R 7 )-N(R s )-Q-R8-heteroaryl; 
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-RirNCRshC^-NCRsH^-Rs-lieterocyclyl; 
-R6-N(R9)-C(R7)-N(R5)2; 

-VNC^VCCR,)-^ A; 

W 

-IV-N(R9>-C(R7)-N(Rii)-Q-Rr-alkyl; 
-R6-N(R 9 >-C(R7)-N(Rn)-Q-R^alkenyl; 
-R€-N(R 9 )-C(R7)-N(Ru)-Q-Rs-aryl; 
-Re-N(R 9 )- CCR 7 )-N(Rti)-Q-R8-Iieteroaryl; 
-R«-N(R<,)- C(R 7 )-N(Ru)-Q-R»-lieterocyclyl; and 

-Rr-N(R 9 )- C(R 7 )-N(Rn)H; 
R 2 is selected from the group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

-C(0>Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-Ns; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0>aryU and 
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-C(0)-heteroaryl; 



5 



YisnO-or--S(0)o.2-; 
Z is-N(R 5 )-, -(>-, or -S-; 
Q is a bond, -CO-, or -SO2-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 



heteroaromatic ring that contains up to three heteroatoms; 

R3 and R4 are independently selected from the group consisting of hydrogen, Cu 
alkyl, C2-10 alkenyl, C2-10 alkynyl, C M0 alkoxy, C M0 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 



R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R 7 is=Oor==S; 

R« is a bond, alkylene, alkenylene, or alkynylerle, which maybe interrupted by one 
15 or more -O- groups; 

R 9 is hydrogen, C M o alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of R$ to form a ring of the formula 



10 



each R 5 is independently hydrogen, Cuo alkyl, or C2-10 alkenyl; 




(^2)3-8 



Rio is hydrogen or C1-10 alkyl; or R9 and Rio can join together to fonn a ring 



20 selected from 




Ru is Cmo alkyl; or R9 and Rn can join together to form a ring having the 



structure 




— N-C(R,) 
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In another embodiment, a class of intermediate compounds is represented by 
Formulas LEX-4, and LIX-5: 




i-4,5 



R 4 

(LDC-4 
LIX-5) 



wherein: 

R lA 5 is R1-4 in LIX-4, and R1-5 in LDC-5; 
10 X is -CH(R 5 >, -CH(R 5 )-alkylene-, -OICR^-alkenylene-, or 

CH(R 5 )-alkylene-Y-alkylene-; 

R1-4 is selected from the group consisting of: 
-alkenyl; 
-aryl; and 

15 -Rs-aryl; 

Rm is selected from the group consisting of: 
-heteroaryl; 
-heterocyclyl; 
-Re- heteroaryl; and 
20 -Rs-heterocyclyl; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
25 -aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
30 -alkylene-Y-aryl; and 

33 



WO 03/103584 



PCT/US03/17659 



- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

-C(0)-Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yi&-0-or-S(0)o. 2 -; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cuo 
alkyl, C2-10 alkenyl, C2-10 alkynyl, Cuo alkoxy, C M0 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; and 
Ra is alkyiene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

or apharmaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
Formula LXXVEt 




(LXXVm) 

wherein 
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X is -CH(R 5 >, -CT(R 5 )-alkylene-, -CH(R 5 )-alkenyleiie-, or 
CH(R 5 )-aIkylene-Y-alkylene-; 

Yis-0-or-S(0)o- 2 -; 

BOC is tert-butoxycarbonyl; 
5 each R5 is independently hydrogen, Ci-10 alkyl, or C 2 -io alkenyl; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, C2-10 alkenyl, Cmo alkynyl, Cmo alkoxy, C,- 10 alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

Re is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

10 more -O— atoms; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R> can join together with any carbon 

atom of R6 to form a ring of the formula 

(ch 2 ) m ;and 

T is selected from nitro and amino; 
15 or a pharmaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 

Formula LXXK: 




(LXXK) 

20 wherein 

X is -CH(R 5 >, -CH(R 5 )-alkylene-, <H(R s )-aIkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 
Yis-0-or-S(0)o. 2 -; 

R 3 and R4 are independently selected from the group consisting of hydrogen, C1-10 
25 alkyl, C2-10 alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 
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each R 5 is independently hydrogen, Cuo alkyl, or Cmo alkenyl; and 
T is selected from nitro and amino; 
or a pharmaceutically acceptable salt thereof. 

In another embodiment, a class of intermediate compounds is represented by 
5 Formulas LXXX-4 and LXXX-5: 




(LXXX-4 
LXXX-5) 

10 wherein 

Rm, 5 is Ri^ in LXXX-4, and Ri- S in LXXX-5; 
X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R s )-alkenylene-, or 
CH(Rs>alkylene-Y-alkylene-; 
Yis-0-or-S(0)o. 2 -; 
15 Ri.5 is selected from the group consisting of: 

-heteroaryl; 
-heterocyclyl; 
-R$- heteroaryl; and 
-R<rheterocyclyl; 
20 Rm is selected from the group consisting of: 

-alkenyl; 
-aryl; and 
-R^-aryl; 

R 3 and R4 are independently selected from the group consisting of hydrogen, C M 
25 alkyl, Cmo alkenyl, C2-10 alkynyl, Cmo aDcoxy, C W o alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
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R$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; and 

T is selected from nitro and amino; 
or a pharmaceutical^ acceptable salt thereof. 

5 

Preparation of the Compounds 

Some embodiments of the invention including compounds Fox^nula 1-6 and 
intermediate compounds can be prepared according to Reaction Scheme I where Ri^, Ra, 
R3, R4, and X are as defined above and Ph is phenyl. 

10 In step (1) of Reaction Scheme I, a 2,4-dihydroxy-3-mtopyridine of Formula X is 

chlorinated using conventional chlorinating agents to provide a 2,4-dichloro-3- 
nitropyridine of Formula XI. Preferably, a compound of Formula X is combined with 
phosphorous oxychloride and heated. Many 2,4-dihydroxy-3-nitropyridines are known 
and others can be readily prepared using known synthetic methods, see for example, 

15 Lindstrom et al., U.S. Patent No. 5,446,153 and the references cited therein. 

In step (2) of Reaction Scheme I, a 2,4-dichloro-3-nitropyridine of Formula XI is 
reacted with an amine of formula HOX-NH 2 to provide a 2-chloro-3-nitropyridine of 
Formula XH The reaction can be carried out by adding the amine to a solution of a 
compound of Formula XI in a suitable solvent such as N^-dimethylformamide in the 

20 presence of triethylamine. Many amines of the formula HO-X-NH 2 are commercially 
available; others can be readily prepared using known synthetic methods. 

In step (3) of Reaction Scheme I, a 2-chloro-3-nitropyridine of Formula XII is 
reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypyridine of Formula XIII. 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 

25 form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 
compound of Formula XII. 

In step (4) of Reaction Scheme I, a 3-nitro-2-phenoxypyridine of Formula XTTT is 
chlorinated using conventional chlorinating agents to provide a 3-mtro-2-phenoxypyridine 
of Formula XIV. Preferably, the reaction is carried out by combining a compound of 

30 Formula XHI with thionyl chloride in a suitable solvent such as dichloromethane and 
heating. 
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In step (5) of Reaction Scheme I, a 3-mrro-2-phenoxypyridine of Formula XIV is 
reduced to provide a 2-phenoxypyridme-3,4^amine of Formula XV. Preferably, the 
reduction is carried out using a conventional heterogeneous catalyst such as platinum on 
carbon. The reaction can be conveniently carried out on a Parr apparatus in a suitable 
5 solvent such as toluene or acetonitrile. 

Alternatively in step (5), Ni 2 B can be generated in situ from sodium borohydride 
and NiCl 2 in the presence of methanol. A compound of Formula XTV can be added to the 
resulting reducing agent solution to effect reduction of the nitro group. When a compound 
of Formula XTV contains an alkenyl, alkynyl, alkenylene or alkynylene moiety, the Ni 2 B 
10 reducing agent can be used without reducing these moieties. The product can be isolated 
from the reaction mixture using conventional methods. 

In step (6) of Reaction Scheme I, a 2-phenoxypyridme-3,4-diarnine of Formula XV 
is reacted with a cafboxylic acid or an equivalent thereof to provide a 4-phenoxy-Lff- 
imidazo[4,5-c]pyridine of Formula XVI. Suitable equivalents to a carboxylic acid include 
15 orthoesters, and 1,1-dialkoxyalkyl alkanoates. The carboxylic acid or equivalent is 
selected such that it will provide the desired R 2 substituent in a compound of Formula 
XVI. For example, triethyl orthoformate will provide a compound where R 2 is hydrogen 
and trimethyl orthovalerate will provide a compound where R 2 is butyl. The reaction can 
be run in the absence of solvent or in an inert solvent such as toluene. The reaction is run 
20 with sufficient heating to drive off any alcohol or water formed as a byproduct of the 
reaction. Optionally, a catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (6) can be carried out by (i) reacting the diamine of Formula 
XV with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) cyclizing. In part 
(i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
25 pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

In step (7) of Reaction Scheme I, a 4-phenoxy-lif-imidazo[4,5^]pyridine of 
Formula XVI is reacted with a compound of Formula RwSNa to provide a 2-phenoxy-l.H- 
umdazot4,5-c]pyridine of Formula ffl. Preferably, a thiol of the Formula R«SH is reacted 
30 with sodium hydride in a suitable solvent such as N^^emyfformamide to generate the 
anion, which is then reacted with a compound of Formula XVI. 
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In step (8) of Reaction Scheme I, a^phenoxy^H-imidazo^S-cjpyridine of 
Fonnula m is aminated to provide a lH-umdazo[4,5-c]pyrid^^amine of Formula XVII 
which is a subgenus of Fonnula 1-6. The reaction can be carried out by combining a 
compound of Formula HI with ammonium acetate and heating (140 - 160°C). Optionally, 
the reaction can be carried out in apressure vessel. The product or a pharmaceutically 
acceptable salt thereof can be isolated using conventional methods. 

In step (9) of Reaction Scheme I, a lH-inoidazo[4,5-c]pyridm-4-amine of Formula 
XVH is oxidized to provide a lF-irmdazo[4,5-c]pyri<lm-4-aniine of Formula XVTH which 
is a subgenus of Formula 1-6. Preferably, a solution of a compound of Formula XVD in a 
suitable solvent such as chloroform or dichloromethane is treated with 3- 
chloroperoxybenzoic acid. The degree of oxidation is controlled by adjusting the amount 
of 3-chloroperoxybenxzoic acid used in the reaction; i.e., using approximately one 
equivalent will provide the sulfoxide whereas using two equivalents will provide the 
sulfone. The product or a pharmaceutically acceptable salt thereof can be isolated using 
conventional methods. 

Alternatively, steps (8) and (9) of Reaction Scheme I can be reversed as shown in 
steps (10) and (11). In step (10) of Reaction Scheme I, a4-phenoxy-lH-imidazo[4,5- 
c]pyridine of Formula m is oxidized as in step (9) to provide a 4-phenoxy-lff- 
irmdazo[4,5-c]pyridm-4-amine of Formula XLHI. Preferably, the oxidation reaction is 
20 carried out at a reduced temperature, for example, about 0 °C. The product or a 

pharmaceutically acceptable salt thereof can be isolated using conventional methods. 

In step (11) of Reaction Scheme I, a 4-phenoxy-lH-mndazo[4,5-c]pvridm-4-arnine 
of Formula XLHI is aminated as in step (8) to provide a l/f-imidazo[4,5-c]pyridin-4- 
amine of Formula XVIH which is a subgenus of Formula 1-6. The product or a 
25 pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
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Reaction Scheme I 




5 Some embodiments of the invention including compounds of Formula 1-1, 1-2, 1-3, 

and intermediate compounds can be prepared according to Reaction Scheme II where Ri-i, 
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2, 3 (Ri-i, Ri-2, and R^), R 2 , R 3 , R4, R*, R9 and X are as defined above and BOC is tert- 
butoxycarbonyl. 

In step (1) of Reaction Scheme n, the amino group of an aminoalcohol of Formula 
XIX is protected with a tert-butoxycarbonyl group to provide a compound of Foimula XX. 
5 A solution of the aminoalcohol in tetrahydrofuran is treated with di-tert-butyl dicarbonate 
in the presence of a base such as sodium hydroxide. Many aminoalcohols of Formula XIX 
are commercially available; others can be prepared using known synthetic methods. 

In step (2) of Reaction Scheme II, a protected amino alcohol of Formula XX is 
converted to a methanesulfonate of Formula XXI. A solution of a compound of Formula 
10 XX in a suitable solvent such as dichloromefhane is treated with methanesulfonyl chloride 
in the presence of a base such as triethylamine. The reaction can be carried out at a 
reduced temperature (0°C). 

In step (3a) of Reaction Scheme II, a methanesulfonate of Formula XXI is 
converted to an azide of Formula XXH. Sodium azide is added to a solution of a 
15 compound of Formula XXI in a suitable solvent such as N,N-dimethylformamide. The 
reaction can be carried out at an elevated temperature (80 - 100°C). 

In step (3b) of Reaction Scheme II, a compound of Formula XXH is alkylated with 
a halide of Formula Hal-R 9 to provide a compound of Formula XXHI. In compounds 
where R 9 is hydrogen, this step is omitted. The compound of Formula XXB is reacted 
20 with sodium hydride in a suitable solvent such as NJNf-dimethylfonnamide to form the 
anion and then combined with the halide. The reaction can be carried out at ambient 
temperature. 

In step (4) of Reaction Scheme II, an azide of Formula XXHI is reduced to provide 
an amine of Formula XXIV. Preferably, the reduction is carried out using a conventional 
25 heterogeneous hydrogenation catalyst such as palladium on carbon. The reaction can 
conveniently be carried out on a Parr apparatus in a suitable solvent such as toluene. 

In step (5) of Reaction Scheme n, a 2,4-dichloro-3-nitropyridine of Formula XI 
(see Reaction Scheme I) is reacted with an amine of Formula XXIV to provide a 2-chloro- 
3-nitropyridine of Formula XXV. The reaction can be carried out by adding an amine of 
30 Formula XXIV to a solution of a compound of Formula XI in a suitable solvent such as 
N,N-dimethylfonnamide in the presence of a base such as triethylamine. 
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In step (6) of Reaction Scheme II, a 2-chloro-3-nitro Py ridine of Formula XXV is 
reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypyridine of Formula XXVI. 
Phenol is reacted with sodium hydride in a suitable solvent such as tetrahydrofuran to 
form the phenoxide. The phenoxide is then reacted at an elevated temperature with a 

5 compound of Formula XXV. 

In step (7) of Reaction Scheme II, a 3-nitro-2-phenoxypyridine of Formula XXVI 
is reduced to provide a 2-phenoxypyridme-3,4^amine of Formula XXVTL Preferably, 
the reduction is carried out using a conventional heterogeneous catalyst such as platinum 
on carbon. The reaction canbe conveniently carried out on a Parr apparatus in a suitable 
10 solvent such as, for example, toluene, 2-propanol, ethanoL and mixtures thereof. 

Alternatively in step (7), Ni 2 B canbe generated in situ from sodium borohydride 
and MC1 2 in the presence of methanol. A compound of Formula XXVI can be added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 
compound of Formula XXVI contains an alkenyl, alkynyl, alkenylene or alkynylene 
15 moiety, the NizB reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (8) of Reaction Scheme II, a 2-phenoxypyridine-3, 4-mamine of Formula 
XXVH is reacted with a carboxylic acid or an equivalent thereof to provide a 4-phenoxy- 
lH-imidazo[4,5^]pyridine of Formula XXVUI. Suitable equivalents to a carboxylic acid 
20 include orthoesters, and 1,1-dialkoxyalkyl alkanoates. The carboxylic acid or equivalent 
is selected such that it will provide the desired R 2 substituent in a compound of Formula 
XXVUI. For example, triethyl orthoformate will provide a compound where R 2 is 
hydrogen and trimethyl orthovalerate will provide a compound where R 2 is butyl. The 
reaction canbe run in the absence of solvent or in an inert solvent such as toluene. The 
25 reaction is run with sufficient heating to drive off any alcohol or water formed as a 
byproduct of the reaction. Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

Alternatively, step (8) can be carried out by (i) reacting the mamine of Formula 
XXVTI with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) cyclizing. In 
30 part (i), Ihe acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 
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In step (9) of Reaction Scheme n, a 4-phenoxy-l^imidazo[4 > 5-c]pyridine of 
Formula XXVIII is animated to provide a (4-amtoo-l#-imidazo[4,5- 
c]pyridinyl)acetamide of Formula VI. The reaction can be carried out by combining a 
compound of Formula XXVIII with ammonium acetate and heating (140 - 160°C). 
5 Optionally, the reaction can be carried out in a pressure vessel. 

In step (10) of Reaction Scheme n, (4-amino-l#-imidazo[4,5- 
c]pyridinyl)acetamide of Formula VI is hydrolyzed under acidic conditions to provide a 
li/-imidazo[4,5-c]pyridin-4-amine of Formula IL Preferably, a compound of Formula VI 
is treated with hydrochloric acid/ethanol at an elevated temperature. 

10 In step (1 1) of Reaction Scheme II, a li^-imidazo^^^pyridin^-amine of 

Formula II is converted to a li/-inddazo[4,5-c]pyridin^ainine of Formula 1-2 using 
conventional methods. For example, sulfonamides of Formula 1-2 can be prepared by 
reacting a compound of Formula II with a sulfonyl chloride of Formula RaS^Cl, where 
Ra is Rs-alkyl, Rg-alkenyl, Rg-aryl, Rs-heteroaryi or Rs-heterocyclyL The reaction can be 

15 carried out by adding the sulfonyl chloride to a solution of a compound of Formula II in a 
suitable solvent such as chloroform at ambient temperature. Sulfamides of Formula 1-2 
can be prepared by reacting a compound of Formula II with sulfuryl chloride to generate a 
sulfamoyl chloride in situ and then reacting the sulfamoyl chloride with an amine of 
Formula HNRsR*. The product or a pharmaceutical^ acceptable salt thereof can be 

20 isolated using conventional methods. 

Amides of Formula 1-1 can be prepared from l/f-imidazo[4,5--c]pyridin-4- amines 
of Formula II using conventional methods. For example, a compound of Formula II can 
be reacted with an acid chloride of Formula RaC(0)Cl. The reaction can be carried out by 
adding the acid chloride to a solution of a compound of Formula II in a suitable solvent 

25 such as chloroform, optionally in the presence of a base such as triethylamine, at ambient 
temperature. The product or a phaimaceutically acceptable salt thereof can be isolated 
using conventional methods. 

Ureas and thioureas of Formula 1-3 can be prepared from l/Mmidazo[4,5- 
c]pyridin-4- amines of Formula II using conventional methods. For example, a compound 

30 of Formula II can be reacted with an isocyanate of Formula RaN=C=0. The reaction can 
be carried out by adding the isocyanate to a solution of a compound of Formula II in a 
suitable solvent such as chloroform, optionally in the presence of a base such as 
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triethylamine, at ambient temperature. Alternatively, a compound of Formula II can be 
reacted with a thioisocyanate of Formula RaN^OS, a sulfonyl isocyanate of Formula 
RaS(0 2 )N=C=0 or a carbamoyl chloride of Formula RaNC(0)CL The product or a 
pharmaceutical^ acceptable salt thereof can be isolated using conventional methods. 
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Some embodiments of the invention including compounds of Formulas 1-4, 1-5, 
and intermediate compounds can be prepared according to Reaction Scheme in where 
Ri-4. 5 (Ri-4 and Ri. 5 ), Ra, R 3 , R4, X, and Ph are as defined above. 
5 In step (1) of Reaction Scheme IE, a 2,4-dichloro-3-nitropyridine of Formula XI is 

reacted with an amine of formula R1-4-O-X-NH2 or R1-5-O-X-NH2 to provide a 2-chloro-3- 
nitropyridine of Formula XXEX-4 or XXK-5. The reaction can be carried out by adding 
the amine to a solution of compound of Formula XI in a suitable solvent such as N, N- 
dimethylfonnamide in the presence of triethylamine. The product of the reaction can be 

1 0 isolated from the reaction mixture using conventional methods. Many amines of the 

formula R1-4-O-X-NH2 or R1-5-O-X-NH2 are commercially available; others can be readily 
prepared using known synthetic methods. For example, benzyloxyethylamine 
hydrochloride can be prepared by reacting terf-butyl 2-(hydroxy)ethylcarbamate with 
benzyl bromide in the presence of sodium hydroxide and benzyltrimethylammonium 

15 chloride, and then converting the resulting terf-butyl 2-(benzyloxy)ethylcarbamate to 
benzyloxyethylamine hydrochloride in the presence of hydrochloric acid, ethanol, and 
water. 

In other examples, 2-(3-pyridin-3-yl-propoxy)ethylamine and 2-[3-(l,3-thiazol-2- 
yl)propoxy]ethylamine can be prepared by reacting terf-butyl 2-(hydroxy)ethylcarbamate 

20 with 3-bromopropyne under the phase transfer conditions described above. The resulting 
terf-butyl 2-(prop-2-ynyloxy)ethylcarbamate can be coupled with heteroaryl bromides 
such as 3-bromopyridine and 2-bromothiazole by means of a palladium complex generated 
from a palladium catalyst such as <hcMorobis(triphenylphosphine)palladium (II) in the 
presence of copper (I) iodide and a base such as triethylamine. The reaction is 

25 conveniently carried out in a suitable solvent such as acetonitrile and can be heated at an 
elevated temperature. The products from the coupling reaction can be hydrogenated in the 
presence of a conventional heterogeneous catalyst such as 10% palladium on carbon, the 
hydrogenation reaction is conveniently carried out in a Pair vessel in a solvent such as 
methanol Finally, the resulting terf-butyl 2-(heteroarylpropoxy)ethylcarbamates can be 

30 deprotected to provide 2-(heteroarylpropoxy)ethylamines under conditions described 
above. 
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In step (2) of Reaction Scheme m, a 2-chloro-3-nitropyridine of Formula XXDC-4 
or XXIX- 5 is reacted with sodium phenoxide to provide a 3-nitro-2-phenoxypvridine of 
Formula XXX-4 or XXX-5. Phenol is reacted with sodium hydride in a suitable solvent 
such as diglyme (bis(2-methoxyethyl) ether) to form the phenoxide. The phenoxide is 
5 then reacted at an elevated temperature with a compound of Formula XXDC-4 or XXTX-5. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme m, a 3-nitro-2-phenoxypyridine of Formula XXX- 
4 or XXX-5 is reduced to provide a 2-phenoxypyridme-3,4-diarnine of Formula XXXI-4 
or XXXI-5. Preferably, the reduction is carried out using a conventional heterogeneous 
10 catalyst such as platinum on carbon. The reaction can be conveniently carried out on a 
Parr apparatus in a suitable solvent such as toluene. 

Alternatively in step (3), NijB can be generated in situ from sodium borohydride 
and NiCl 2 in the presence of methanol. A compound of Formula XXX-4 or XXX-5 can be 
added to the resulting reducing agent solution to effect reduction of the nitro group. When 
15 a compound of Formula XXX-4 or XXX-5 contains an alkenyl, alkynyl, alkenylene or 
alkynylene moiety, the Ni 2 B reducing agent can be used without reducing these moieties. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme m, a 2-phenoxvpyridme-3,4-diamine of Formula 
XXXI-4 or XXXI-5 is reacted with a caiboxylic acid or an equivalent thereof to provide a 
20 4-phenoxy-lJ7-imidazo[4,5-c]pyridine of Formula XXXH-4 or XXXH-5. Suitable 
equivalents to a carboxylic acid include orthoesters, 1,1-dialkoxyalkyl alkanoates, 
corresponding acyl halides, and mixtures thereof. The carboxylic acid or equivalent is 
selected such that it will provide the desired R 2 substituent in a compound of Formula 
XXXH-4 or XXXn-5. For example, triethyl orthoformate will provide a compound where 
25 R 2 is hydrogen and trimethyl orthovalerate will provide a compound where R 2 is butyl. 
The reaction can be run in the absence of solvent or in an inert solvent such as toluene. 
The reaction is run with sufficient heating to drive off any alcohol or water formed as a 
byproduct of the reaction. Optionally, a catalyst such as pyridine hydrochloride can be 
included. 

30 Alternatively, step (4) can be carried out by (i) reacting the diamine of Formula 

XXXI-4 or XXXI-5 with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) 
cyclizing. In part (i), the acyl halide is added to a solution of the diamine in a suitable 
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solvent such as pyridine. The reaction can be carried out at ambient temperature. In part 

(ii), the product of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

The product can be isolated from the reaction mixture using conventional methods. 
In step (5) of Reaction Scheme m, a 4-phenoxy4F-imidazo[4 s 5-c]pyridine of 
5 Fonnula XXXH-4 or XXXH-5 is aminated to provide a lH-inridazo[4,5-c]pyri(mi-4-amine 

of Formula 1-4 or 1-5. The reaction can be carried out by combining a compound of 

Fonnula XXXH-4 or XXXH-5 with ammonium acetate and heating (140 - 160°C). 

Optionally, the reaction can be carried out in a pressure vessel. The product or a 

pharmaceutically acceptable salt thereof can be isolated using conventional methods. 
10 In Reaction Scheme IE, when R M , 5 is Rw the products of steps (l)-(5) are of the 

Formulas XXTX-4, XXX-4, XXXI-4, XXXH-4, and 1-4, respectively. Likewise, when R. 

4( 5 is R1-5 the products of steps (l)-(5) are of the Formulas XXTX-5, XXX-5, XXXI-5, 

XXXII-5, and 

1-5. 

15 

Reaction Scheme III 




Some embodiments of the invention including compounds of Formula 1-1 and 
intermediate compounds can be prepared according to Reaction Scheme IV where 

48 



WO 03/103584 



PCT/US03/17659 



Rm, R2, R3, R4, X, and Ph are as defined above, and Ac is acetyl. 

In step (1) of Reaction Scheme IV, a 3-nitro-2-phenoxypyridine of Formula XIQ is 
esteiified to provide a 3-nitro-2-phenoxypyridine acetate of Formula XXXIII. Preferably, 
the esterification is carried out using acetic anhydride in suitable solvents such as 

5 anhydrous dichloromethane and pyridine. The product can be isolated from the reaction 
mixture using conventional methods. 

In step (2) of Reaction Scheme IV, 3-nitro-2-phenoxypyridine acetate of Formula 
XXXm is reduced to provide a 2-phenoxypyridine-3,4-diamine Formula XXXIV. 
Preferably, the reduction is carried out using a conventional heterogeneous catalyst such as 

10 platinum on carbon. The reaction can be conveniently carried out on a Parr apparatus in a 
suitable solvent such as toluene. 

Alternatively in step (2), Ni 2 B can be generated in situ from sodium borohydride 
and NiCl 2 in the presence of methanol. A compound of Formula XXXm can be added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 

15 compound of Formula XXXE contains an alkenyl, alkynyl, alkenylene or alkynylene 
moiety, the Ni 2 B reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme IV, a 2-phenoxypyridine-3,4-diamine of Formula 
XXXIV is reacted with a carboxylic acid or an equivalent thereof to provide a 4-phenoxy- 

20 li/-imidazo[4,5-c]pyridine of Formula XXXV. Suitable equivalents to a carboxylic acid 
include orthoesters, 1,1-dialkoxyalkyl alkanoates, corresponding acyl halides, and 
mixtures thereof. The carboxylic acid or equivalent is selected such that it will provide the 
desired R 2 substituent in a compound of Formula XXXV. For example, triethyl 
orthoformate will provide a compound where R2 is hydrogen and trimethyl orthovalerate 

25 will provide a compound where R 2 is butyl. The reaction can be run in the absence of 

solvent or in an inert solvent such as toluene. The reaction is run with sufficient heating to 
drive off any alcohol or water formed as a byproduct of the reaction. Optionally, a 
catalyst such as pyridine hydrochloride can be included. 

Alternatively, step (3) can be carried out by (i) reacting the diamine of Formula 

30 XXXIV with an acyl halide of Formula R 2 C(0)C1 or R 2 C(0)Br and then (ii) cyclizing. In 
part (i), the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 

49 



WO 03/103584 



PCTAJS03/17659 



of part (i) is heated in pyridine in the presence of pyridine hydrochloride. The product can 
be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme IV, a 4.phenoxy4F-hmdazo[4,5-c]pyridine acetate 
of Formula XXXV is hydrolyzed to provide a 4-phenoxy-lfr-imdazo[4,5-c]pyridine 
alcohol of Formula XXXVI. The reaction is preferably carried out in methanol in the 
presence of potassium carbonate at an elevated temperature. The product can be isolated 
from the reaction mixture using conventional methods. 

In step (5) of Reaction Scheme IV, a 4-phenoxy-lJy-inn(lazo[4,5-c]pyridine 
alcohol of Formula XXXVI is reacted with a compound of formula Halo-Rw to provide a 
^phenoxy^H-inudazo^S-clpyridine of Formula XXXH-4. The reaction can be carried 
out by first reacting the alcohol ofFormula XXXVI with sodium hydride in a suitable 
solvent such as N^-<nmemylformamide to form the corresponding anion and then 
reacting the anion with a compound of formula Halo-Ri-4. The product can be isolated 
from the reaction mixture using conventional methods. 
15 In step (6) of Reaction Scheme IV, a 4-phenoxy-immidazo[4,5^]pyridine of 

Formula XXXH-4 is aminated to provide a lif-innto[4,5- C ]pyridm-4.anune ofFormula 
1-4. The reaction can be carried out by combining a compound ofFormula XXXH-4 with 
ammonium acetate and heating (140 - 160°Q. Optionally, the reaction can be carried out 
in a pressure vessel. The product or a pharmaceutically acceptable salt thereof can be 
20 isolated using conventional methods. 



10 
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Reaction Scheme IV 




Rl-4 



5 Some embodiments of the invention including compounds of Formula XXXTX and 

intermediate compounds can be prepared according to Reaction Scheme V where R* R 3 , 
*, X, andPh are as defined above, andRn is aryl, substituted aryl, heteroaryl, or 

substituted heteroaryl. 

10 In step (1) of Reaction Scheme V, the afcynebondof a4-phenQxy-lff- 

imidazoKS-clpyridine of Formula XXXVII, which is a subgenus of Formula XXXH-4 or 
XXXE-5, is reduced to form a ^phenoxy^H-inndazo^S^pyridine of Formula 
XXXmwmchisalsoasubgenusofFormukXXXE^orXXXn-5. Preferably, the 
reduction is caxried out using a conventional heterogeneous catalyst such as platinum 

15 oxide, platinum on carbon, or palladium on carbon. The reaction can conveniently be 
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earned out on a Parr apparatus in a suitable solvent such as methanol. The product can be 

isolated from the reaction mixture using conventional methods. 

Instep (2) ofReaction Scheme V, a^phenoxy-lH-iimclazo^pyridineof 

Formula XXXVIH is aminated to provide a lMdazo[4 s 5- C ]pyridm^amine of Formula 

XXXIX, which a subgenus of Formula 1-4 or 1-5. The reaction can be carried out by 
combining a compound of Formula XXXVIH with ammonium acetate and heating (140 - 
160°C). OptionaUy.mereactioncanbecarriedoutinapressurevessel. Theproductor a 
pharmaceutical acceptable salt thereof canbe isolated using conventional methods. 
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Reaction Scheme V 
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15 Some embodiments of the invention including compounds of Formula 1-4 and 

intermediate compounds can be prepared according to Reaction Scheme VI where 
Rm, Rz, Ra, Rt, X, and Ph are as defined above. 

In step (1) ofReaction Scheme VI, a 2-cMorcH3-mtropyridine of Formula XXTX-4, 
prepared as described in Reaction Scheme IH, is reduced to provide a 2-chloropyridine- 
20 3,4-diainineofFormulaXL. Preferably, me Auction is carried out using a conventional 
heterogeneous catalyst such as platinum on carbon or palladium on carbon. The reaction 
can be conveniently carried out on a Parr apparatus in a suitable solvent such as toluene. 

Alternatively in step (1), NijB can be generated in situ from sodium borohydride 
and NiCla in the presence of methanol. A compound of Formula XXDC-4 can be added to 
25 the resulting reducing agent solution to effect reduction of the nitro group. When a 
compound of Formula XXTX-4 contains an alkenyl, alkynyL alkenylene or alkynylene 
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pxoductcanbeisolatedtothereactiontnixtureusingconventio^ 

In step (2) of Reaction Scheme VL a2-chloropyridine-3,4-dianune of FormulaXL 

isre actedWimacarhoxy^^ 

5 taidazoH.S-clpyridmeofFormulaXLn. Suitable equivalents to a carboxylic acid urclude 
orthoesters, U^alkoxyalkylalkanoates, conespondingacylhalides, andmuctures ^ 
thereof ThecarboxyUc acid or equivalent is selected suchthat it will provide the desued 
R 2 substituentinacompoundofPormulaXLn. Forexar^le.triethylorthoformatewxll 
provide a compound where R 2 is hydrogen and trimethyl orthovalerate will provide a 

L0 compoundwhereR 2 isbutyl. The reaction can be run in the absence of solvent or man 
inert solvent such as toluene. The reactionis run with sufficient heating to drive off any 
alcohol or water formed as a byproduct of the reaction. Optionally, a catalyst such as 
pyridine hydrochloride can be included. 

A Alternatively, step (2) can be carried out by (2a) reacting the diarnine of Formula 
15 XLwimana^ylhaUdeofFormulaRAO)ClorRAO)Brandmen(2b)cycUzing. For 

example,mpari(2a),meacylh^ 

in an inert solvent such as dichloromethane or acetonitrile. The reaction can be earned out 
atambienttemperature. Optionally, a tertiary amine, for example triemylamine, * 
included. m P a rt (2b),meproductofpart(2a),acompoundofFormulaXLI,isheatedat 
20 reflux in a suitable solvent such as ethanol in the presence of triemylamine. Theproduct 
can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme VI, a4-cmom4H-imidazo[4,5-c]pyridine of 
Formula XLII is reacted with sodium phenoxide to provide a 4-phenoxy- W-imidazo[4,5- 
clpyridineofFormulaXXXn-4. Phenol is reacted with sodium hydride in a smtable 
25 solvent such as diglyme (bi^-methoxyethyl) ether) to form the phenoxide. The 

phenoxide is then reacted at an elevated temperature with a compound of FormulaXLIL 
The product can be isolated from the reaction mixture using conventional methods. 

mstep (4)ofReactionScheme VL a^b^xy-lH-intito^S-clpyridmeof 
FomulaXXX^isainir^^ 
30 1-4 Thereactioncanbeca^edoutby^^ 

anmonium acetate andheating (140 - 160°C). Optionally, the reaction canbe earned out 
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in a pressure vessel. The product or a 
isolated using conventional methods. 



salt thereof can be 



Reaction Scheme VI 




Some embodiments of the invention including compounds of Formulas XLV-1, 
XLV-2 XLV-3, XLVI-1, XLVI-2, XLVI-3, and intermediate compounds can be prepared 
10 accordmgtoReacuonS^ 

defined above, R* is -Br or -NO2, and R* is C 2 .,o alkynyl and Cmo alkyl. 

In step (1) of Reaction Scheme VH, bromination or nitration of a (4-amino-lff, 
imidazo[4,5- C ]pyridmyl)acetarnide of Formula Via provides a (7-substituted)-(4-amino- 
l/f.imida Z o[4 ) 5- C ]pyridmyl)ac^amide of Formula XLIV. The bromination reaction can 
15 becarriedoutbytreatmgmeacetanndeofFormulaVIamasolutiono^ 

bromine and potassium acetate at ambient temperature. The direct nitration reaction can 
be carriedoutby treating the acetamide of Formula Via with one equivalent of nitnc acid 
mmepresence of excess ace^^^ ^ 
product can be isolated using conventional methods. 
20 m step (2) of Reaction Scheme VIL a (7-substitatedH4-arnmo-lff-inndazo[4,5- 

C ]pyridinyl)acetamide of Formula XLIV is hydrolyzed under acidic conditions to provide 
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10 



ofcompoundsofFormulalL P.ferab.y.aco.pouodofFoandaXUVis^™* 
hyto chloric acid/ethanol at an elevated temperaune, fcr example, atreta. Thepmduc, 
can be isolated using conventional methods. 

Instep (3) of Reaction Scheme VII, a IH-taddt^I^lpimdm-l-amnie of 
Fomrulallaie converted toaW-imidazo^clpyridm^amineofPomtulaXLV.l, 
XLV-2 or XLV-3 using conventional medtoda. FormnlaaXLV-l,XLV-landXLV-3 
are aub'genetu of Formulas 1-1, 1-2, and 1-3, respectively. For example, sulfonamrd* of 
FomulaXLV-2canbepreparedbyreacuuga^^ 

chloride of FonnulaR.S(0 ! )Cl, where R. is Rraltyl, Rs-alkeny., Ba-aryl, Rs-h«eroaryl or 
Rrhetemoyclyl. The reacrion canhe carried out by adding the smfcnyl chloride to a 

temperature. Suli^d«ofFormulaXLV-2cMbepreparedbyrcacdngacompoundof 
Formula Da with sulfuryl chloride to generate a sulfamoyl chloride in situ, and .hen 
^mesultooylcBoridowimananrineofFonnuIaHNRA. Thepmductora 
phamacourically acceptable salt thereof canhe isolated using conventtonal method. 

Amides of Fomrula XLV-1 can he prepared from lff-hnidazo[4^]pyr.<hn-4- 
a^ines of Formula Ha uaing conventional methods. For example, a compound of Formula 
Da can he reacted wim an acM cUoride of Fomula ^ 
»' alkm^^aryl,R.-h«eroarylorF,-h.terocyelyl The reaction can be canted out by 

^ aa chloroform, optionally in the presence of a base arch as triethybumnc at ambtcnt 

using conventional methods. 
, 5 ureas and thioureas of Formula XLV-3 canbeprepared from lH-imidazo[4,5- 

cjpyridm^amines of Formula Ha using conventional methods. For example, a compound 
of Formula Ha can be reacted with an isocyanate of Formula ^=00, where R, is R,- 
alkyl Rs-alkenyl, Rs-aryl, R,-heteroaryl or R^heterocyclyl. The reaction can be earned 
outbyaddmgmeisocyanatetoasolunonofacompoundofFormuknam 

30 solventsuchascUoroform^ 

anabienttemperature. Alternatively, a compound ofFormula Ha can be reacted mm a 
tbioisocyanate of Formula ^=0=8, a sulfonyl isocyanate of Formula ^8(^=0=0 or 
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acarbamoyl chloride of Formula W(0)C1. Theproduct or a pharmaceutical* 
acceptable salt thereof can be isolated usmg conventional methods. 

In step (4) of Reaction Scheme VII, a IH-intidazo^pyridm^amme of 
Formula XLV-1, XLV-2, or XLV-3 undergoes a coupling reaction with a Cm. alkyne, 
conveniently by means of apaH^^ 

anune of Formula XLVI-1, XLVI-2, or XLVI-3, which are subgenera of Formulas 1-1, 1-2, 
and 1-3, respectively. The alkyne is added to a solution of a compound of Formula XLV- 
1 XLV-2 orXLV-SmasmtablesolventsuchasacetomtrUeinthepresenceofa 
palladium catalyst, for example, tiMorom^Wosp^^vn (II), copper (D 
iodide, and a base such as triemylamine. The reaction can be heated at an elevated 
temperature. When R» is Cmo alkynyl, reduction as described in step (1) of Reachon 
Scheme V can be used to convert R* to Cmo alkyl. The product or a pharmaceutical* 
acceptable salt thereof can be isolatedusing conventional methods. 
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Some embodiments of the invention inclnding compounds of Formula XVTO and 
intennediate compounds can be prepared according to Reaction Scheme Vm where fc* 
R 2 , R 3 , R4, and X are as defined above. 

In step (1) of Reaction Scheme VIE, a 2-chloro-3-nitropyridine of Formula XH is 
5 reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
XLVH The reaction can be carried out by combining the compound of Formula XH with 
an alkali metal azide, for example, sodium azide, in a suitable solvent such as anhydrous 
^^dimethylformamide, and heating to about 50 - 1 00 °C, optionally in the presence of 
ammonium chloride. Alternatively, the reaction can be carried out by combmmg the 
1 0 compound of Formula XH with an alkali metal azide, for example, sodium azide, m a 
suitable solvent such as 90/10 acetomtrile/H 2 0 in the presence of cerium HI chloride, 
preferably cerium m chloride heptahydrate, optionally with heating, for example, at 
reflux The product can be isolated from the reaction mixture using conventional methods. 
In step (2) of Reaction Scheme Vm, an 8-nit ro tetrazolo[l,5-a]pyridine of Formula 
15 XLVH is chlorinated using conventional chlorinating agents to provide an 8- 

rdtrotetrazolotl^lpyridine of Formula XLVm. Preferably, the reaction is carried out by 
combining a compound of Formula XLVH with thionyl chloride in a suitable solvent snch 

as dichloromethane and heating. 

In step (3) of Reaction Scheme VIII, an 8-mtrotetrazolo[l,5- fl ]pyridine of Formula 
20 XLVm is reduced to provide a tetrazolo[l,5^]pyridme-7,8-diarnine of Formula XLIX. 
Preferably.thereductioniscarriedoutusmgaconventiondheterog^ 
platinum on carbon. The reaction can be conveniently carried out on a Parr apparatus in a 

suitable solvent such as toluene. 

Alternatively in step (3), Ni 2 B canbe generated in situ from sodium borohydnde 
25 andNiainthepresenceofmethanol. A compound of Formula XLVHI canbe added to 
the resulting reducing agent solution to effect reduction of the nitro group. When a 
compound of Formula XLVm contains an alkenyl, alkynyl, alkenylene or alkynylene 
moiety, the Ni*B reducing agent can be used without reducing these moieties. The 
product can be isolated from the reaction mixture using conventional methods. 
30 In step (4) of Reaction Scheme Vm, atetrazolo[l,5-a]pyridme-7,8Hhaimneof 

FormulaXLIX is reacted with a carboxylic acid or an equivalent thereof to provide a 7H- 
imitot^tetrazolotl^pyridine of FormulaL. Suitable equivalents to a carboxyhc 
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acid include, for example, orders, and 1,1-dialkoxyalkyl alkanoates. The carboxylic 
acid or equivalent is selected such that it will provide the desired R 2 substituent in a 
compound of Formula L. For example, triethyl orthoformate will provide a compound 
whereRzis hydrogen, and trimemylormovalerate will provide a compound where R 2 as 

5 butyl T^^m^^r^^^^^^^^^^^ 
toluene. ^^on^m±^^X^to^oem^olor^ 

formed as abyproduct of the reaction. Optionally, acatalyst such as pyridine 
hydrochloride can be included. 

Alternatively, step (4) canbe carried out by (i) reacting** diamine of Formula 

10 XUXwithanacylnahdeofFormm^^ * 
part (i) the acyl halide is added to a solution of the diamine in a suitable solvent such as 
pyridine. The reaction can be carried out at ambient temperature. In part (ii), the product 
of part (i) is heated in pyridine in the presence of pyridine hydrochloride. 

In step (5) of Reaction Scheme VTH, a 7F-unidazo[4,5-c]tetra Z olo[l,5-a]pyndine 
1 5 of Fonnula L is reacted with a compound of Formula R^SNa to provide a 7H- 

fcdto^S-c^ Preferably ' atMolofthe Formula 

R^SH is reacted with sodium hydride in a suitable solvent such as N,N- 
dimethylf brmamide to generate the anion, which is then reacted with a compound of 
Fonnula L. 

20 In step (6) of Reaction Scheme Vm, a7H-inuda Z o[4,5^tetrazolo[l,5-a]pyndme 

of Formula U is oxidized to provide a 7H-irmdazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula LH Preferably, a solution of a compound of Fonnula II in a suitable solvent 
suchascMorofoimordicrdo^^^ ™ e 
degree of oxidation is controlled by adjusting the amount of 3-chloroperoxybenxzoic acid 
25 U sedinmereactioii;i.e.,u S ingapproximatety 

whereas using two equivalents will provide the sulfone. The product can be isolated using 



30 



In step (7) of Reaction Scheme VDI a 7H-inudazo[4,5^tetra Z olo[l,5^pyridine 
of Formula LH is reacted with triphenylphosphine to form an i^triphenylphosphinyl 
compound ofFormulaLlTL The reaction wimtriphenylphosphmec^ be run m a sm^ 
solvent such as toluene or 1,2-dichlorobenzene under an atmosphere of nitrogen with 
heating, for example at the reflux temperature. 
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In step (8) of Reaction Scheme Vm an JV-triphenylphosphinyl compound of 
Formula LIE is hydrolyzed to provide a lff-irmdazo[4,5-c]pyridm^amine of Formula 
XVHI, which is a subgenus of Formula 1-6. The hydrolysis can be carried out by general 
methods well known to those skilled in the art, for example, by heating in a lower alkanol 
5 in the presence of an inorganic acid, such as hydrochloric acid. The product can be 
isolated from the reaction mixture using conventional methods as the compound of 
Formula XVTH or as a pharmaceutically acceptable salt thereof. 

Alternatively, steps (7) and (8) of Reaction Scheme Vm can be omitted, and the 
tetrazolo ring can be reductively removed from a 7ff-imidazo[4,5-c]tetrazolo[l,5- 
10 a]pyridine of Formula LH to provide a liy-imida^[4,5-c]pyridm-4-amine of Formula 
XVm. The reaction can be carried out by reacting the 7J?-imidazo[4,5-c]tetrazolo[l,5- 
a]pyridine of Formula LH with hydrogen in the presence of an catalyst and an acid. The 
reaction can be conveniently run in a Parr apparatus with a suitable catalyst, such as 
platinum IV oxide, and a suitable acid, such as trifluoroacetic acid or concentrated 
1 5 hydrochloric acid. The product can be isolated from the reaction mixture using 
conventional methods. 
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Reaction Scheme VIH 
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Som, embodimeo* of to mvennou mcbrdiug eompounds of Formula XVma and 
ta^mediam compos ^.prep^^co^^E^SohemoKwte^E* 
B* andXare asdefcd above, R' andR" aremdependeony bydrogeuorC,.,. aliyl, aud 

"Tate, (1) of Reaction Scbeme DC a 7H-imidazo[4^]te«zolo[l,5-a]pyridme of 
Formula lila, vdrioh is a subgeuu. of Formula IU, is bydmlyzed to provide a 1H- 

^^uv^a^e^eoedi^by^mee^wim^^d™ 
4 ^de ta asm,ablesoWemorsoh,emmi*ums^^ Tbe 
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acid 



k step (2) of Reaction Scheme DC a TW-l-*****-***** 1 - ° f 

cl te« Z olo[W-* y rid to «aciddhlorideofFo I mulaUV. The reaction can be earned on, 
by combining a compound of FormnU Lift « oxalyl cMoride or thionyl chlot.de m a 
suHable aolvent such as dichloromethane and, optionally, heating. 

In step (3) of Reaction Scheme DC a TH-imidazo^Mtetrazolotl^lpyndme 

anndeofFormulaUIcwnichisasnhgenasofFormulaLn. The reaction can be earned 
cut by combining a compovmd of FormuU LIV with an amine in a suitable solvent snob as 
dichloromethane and stirring at ambient temperature. 

In step (4) of Reaction Scheme DC a W-WtS*-*?**" 
15 antideofFonnuteUacisreactedyrtmtriphenylph^hinetofimnanN- 

.riphenylphosphmylcoo^tmdofFormnta^ 
. Thereactionwimtriphenylphosphir*^ 

, ^^ichtobenzene under an aanospber. of nitrogen with besting, for example at the 

reflux temperature. »n__i, 
20 In step (5) of Reaction Scheme DC an Mphenylphospninyl compound of Formula 

IHIaishydrolyzedto provide a l/f-inuclazo^S^yridm^amine of Formula XYIHa, 
which is a subgenus of Formula XVTH, which in turn is a subgenus of Formula 1-6. The 

hydrolysis c-l-o^a-lvi— ^ tota ^ tato * fc 
example, by heating in a lower alkanol in the presence of an inorganic add, such as 
25 hydrochloric acid. The product can be isolated fern me reaction mixture 

conventionalmethods as the compound of Formula XVHIa or as apharmaceutrcally 

acceptable salt thereof. 

Alternatively, steps (4) and (5) of Reaction Scheme DC can be omitted, andthe 
tetrazolo ring can be reductively removed from a 7H-imida Z o[4,5-c]tetrazolo[l,5- 
30 alpyridine amide of Formula LUc to provide a IH-imidazo^-clpyridm^amine of 
FormulaXVnia. The reaction can be carried out by reacting the 7H-imidazo[4,5- 
cltetrazololl.5^^ 
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catalyst and an acid. The reaction can be conveniently run in a Parr apparatus with a 
suitable catalyst, such .^Wa*^^*^-*^ 
acid or concentrated hydrochloric acid. The product can be isolated from the reacuon 

mixture using conventional methods. 



Reaction Scheme DC 
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Some embodiments of the invention including compounds of Formulas 1-1, 1-2, 1- 
3 and intermediate compounds can be prepared according to Reaction Scheme X where 

BOC is tert-butoxycarbbnyl. 

In step (1) of Reaction Scheme X a Z^Moro-a-mtropyridine of Formula XXVis 
reacted with an alkah metal azide to provide an 8-mtrotetrazolo[l,5-alpyridine of Formula 
LV. The reaction can be carried out as described in step (1) of Reaction Scheme VHL 
The product can be isolated from the reaction mixture using conventional methods. 
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M step (2) of Reaction Scheme X, an 8-nitrotetrazolo[l,5.a] P) daine of Formula , 
LV is reduced to provide atetrazolo[l,5^pyridme.7,8.mamine of FormulaLVI. The 
reduction can be carried out as described in step (3) of Reaction Scheme VUL 

In step (3) of Reaction Scheme X, a tetrazolotl^-alpyridine-V.S^amme of 
5 Formula LVI is reacted with a carboxylic acid or an equivalent thereof to provide a IE- 
intidazo[4,5- C ]tetia Z olo[l ) 5- fl ]pvridine of Formula LVH. The reaction can be earned out 
as described in step (4) of Reaction Scheme VHI. 

In step (4) of Reaction Scheme X, the BOC group of a 7H-imidazo[4,5- 

c] tetrazolo[l,5^ 

10 c ]tetrazolo[l 5 5-a]pyridineofFonnulaLVm. The reaction can be carried out by treating a 
solution of a 7 tf-intidazo[4,5^^ 

solvent such as, for example, dichloromethane with an acid, preferably trifluoroaceticacrd, 
at ambient temperature. The product can be isolated from the reaction mixture usmg 
conventional methods. 

15 In step (5) of Reaction Scheme X a 7if-imidazo[4,5-c]tetrazolo[l,5-a]pvridine of 

Fo^LVrntocaav-todtoa? 

LDC-1 LIX-2 or LTX-3 using conventional methods. For example, sulfonamides of 
FormmaLIX-2canbeprepa^^ 

chloride of Formula RS^Cl, where R, is Rs-alkyl, Rs-alkenyl, Rs-aryl, Rs-heteroaryl or 
20 Rs-heterocyclyl. The reaction canbe carried outbyadding the sulfonyl chloride to a 
solution of a compound of Formula LVHI in a suitable solvent such as chloroform at 
ambient temperature. Sulfamides of Formula LDC-2 can be prepared by reacting a 
compound of Formula LVHI with sulfuryl chloride to generate a sulfamoyl chlonde m 

situ,andmenreactmgmesuta^ ^ 
25 product or a pharmaceutical* acceptable salt thereof can be isolated using conventional 

another example, aTH-intidazo^S^tetiazolotLS-alpyridine of Formula LVm 
isreactedwimacMoroalkanesulfonylcMorideofformma^ 

subgenus of compounds of Formula LDC-2 wherein R> and R 10 join to form aringhavmg 
30 the structure 
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■ — N — S(0) 2 



10 



15 



The reaction is preferably carried out by adding the cMoroalkanesulfonyl chloride to a 
solution of a compound of Formula LVm in a suitable solvent such as dichloromethane m 
the presence of a base such as triethylamine. The intermediate chloroalkanesulfonamide 
may optionally be isolated before treatment with a stronger base such as 1,8- 
diazabicyclo[5 .4.0]undecene-7 (DBU) at ambient temperature. If the intennedxate 
chloroalkanesulfonamide is isolated, the reaction with DBU can be carried out m a 
suitable solvent such as iV^dimethylformamide. The product or a pharmaceutical* 
acceptable salt thereof can be isolated using conventional methods. 

Amides of FormulaIJX-1 canbe prepared from 7H-im6^[4,5.c]^lo[l,5- 
«]pyridine of Formula LVHI using conventional methods. For example, acompoundof 
FonnmaLVmcanbereactedwi^^ 

alkyl, Rs-alkenyl, R,-aryl, Rs-neteroaryl or Rs-heterocyclyl. The reaction can be earned 
outbyaddmgmeacidcmoridetoasolutionofaconrpoundofFomulaLV^ 

solvent such as chloroform, optionally in the presence of a base such as triethylamme, at 
ambient temperature. The product can be isolated using conventional methods. 

In another example, a 7 H-ixmdazo[4,5^tetrazolo[l,5^pyridme of Formula LVHI 
isreactedwitha chloroalkanoyl chloride compound of formula C1-R 12 -C(0)C1 to provme 
a subgenus of compounds of Formula LK-1 wherein R 9 andR 10 jointo form aringhavmg 



20 the structure 

— N — C(0) 



25 



The reaction is preferably carried out by adding the chloroalkanoyl chloride compound to 
asolutionofacompoundofFormulaLVminasuitable solvent such as dichloromethane 
in the presence of abase such as triethylamine. The intermediate chloroalkanamide may 
optionally be isolated before treatment with a stronger base such as 1,8- 
diazabicyclo[5.4.0]undecene-7 (DBU) at ambient temperature. If the intermediate 
chloroalkanamide is isolated, the reaction with DBU can be carried out in a smtable 
solvent such as ^-dimemylformamide. The product can be isolated using conventional 

methods. 
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Ureas and thioureas of Formula LfX-3 can be prepared from IH-im^S- 
c] tetrazolo[l,5^^^ 

compound of Fonnula LVTH can be reacted with an isocyanate of Formula RJMM) 

5 canbecarriedoutby adding the isocyanate to asolutionof acompoundof FormulaLVHI 
in a suitable solvent such as chloroform, optionally in the presence of abase such as 
triemylarnine,atambienttemperature. Alternatively, a compound of Formula LVHI can 
bereactedwithathioi^^ 

^(W^oracarbamoylcMorideofFormulaRaNWCl. The product can be 

10 isolated using conventional methods. 

In step (6) of Reaction Scheme X a 7H-irmdazo[4,5^]tetaazolo[l,5-a]pyndme of 
FormulaLK-l, LIX-2, or LK-3 is reacted with triphenylphosphine to form an AT- 
triphenylphospbinyl compound of Formula LX-1, LX-2, or LX-3. The reaction with 
triphenylphosphmecanberunmasmtablesolventsuchas^ 
15 under an atmosphere of nitrogen with heating, for example at the reflux temperature. 

In step (7) of Reaction Scheme X an JV-Hiphenylphosphinyl compound of Formula 
LX-i LX-2 orlJMishydrolyzedtop^ 

Formula 1-1, 1-2, or 1-3. The hydrolysis can be carried out by general methods well known 
to those sldlledintheart, for example, by heatmg ma lower alkanolm the 
20 inorganicacidsuchashydrochloricacid. The product can be isolated from the reaction 
Hdxtoe using conventional methods as the compound ofFormula 1-1,1-2, or 1-3 or as a 
pharmaceutically acceptable salt thereof. 

Alternatively, steps (6) and (7) of Reaction Scheme X can be omitted, and the 
tetrazoloringcanbereductively removed froma7H-imida Z o[4,5-c]tetra Z olo[l > 5- 
25 alpyridine of Formula LTX-1, LIX-2, or LTX-3 to provide a lif-imidazo[4,5- C ]pyndm-4- 
anrine ofFormula 1-1 , 1-2, or 1-3. The reaction can be carried out by reacting the 1H- 
^dazo^-clte^Ml.S-.lpyridine of Formula LTX-1, LDC-2, or LIX-3 withhydrogen 
in the presence of an catalyst and an acid. The reaction can be conveniently run ma Parr 
apparatus with a suitable catalyst, such as platmum TV oxide, and a suitable acid, such as 
30 trmuoroaceticacidorconcentratedhydmchloricacid. The product can be isolated from 
the reaction mixture using conventional methods. 
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Some embodiments of the invention including compounds of Formula 1-4, 1-5, and 
intermediate compounds can be prepared according to Reaction Scheme XI where 
Ru, 5 ^andR 1 . 5 ),R 2 ,R 3 ,R„andXaxea S define<labove. _ 
10 in step (1) of Reaction Scheme XI, a 2-chloro-3-nitropyndme of Formula XXK-4 

or XXK-5 is reacted with an alkali metal azide to provide an 8-nitrotetrazolo[l,5- 
a]pyridineofFormulaLXn-4orDai-5. The reaction can be carried out as described m 
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step (1) of Reaction Scheme VE The product can be isolated from the reaction mixture 
using conventional methods. 

In step (2) of Reaction Scheme XI, an 8-nitrotetrazolo[l,5-a]pyridine of Formula 
LXn-4 or LXH-5 is reduced to provide tetrazolo[l,5-a]pyridine-7,8-diamine of Formula 
LXm-4 or LXDI-5. The reduction can be carried out as described in step (3) of Reaction 
Scheme Vm. 

The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme XI, a tetrazolo[l,5^]pyridine-7,8-diamine of 
Formula LXHI-4 or LXIII-5 is reacted with a carboxylic acid or an equivalent thereof to 
provide a 7i7-imidazo[4,5-c3tetrazolo[l,5-a]pyridine of Formula LDC-4 or LDC-5. The 
reaction can be carried out as described in step (4) of Reaction Scheme VEL The product 
can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme XI, a 77f-imidazo[4,5-c]tetrazolo[l,5-a]pyridine of 
Formula UX-4 or LDC-5 is reacted with triphenylphosphine to form an N- 
triphenylphosphinyl compound of Formula LX-4, or LX-5. The reaction can be carried out 
as described in step (6) of Reaction Scheme X. The product can be isolated from the 
reaction mixture using conventional methods. 

hi step (5) of Reaction Scheme XI anN-triphenylphosphinyl compound of Formula 
LX-4, or LX-5 is hydrolyzed to provide a lff-imidazo[4,5-c]pyridin-4-amine of Formula 
1-4 or 1-5. The hydrolysis can be carried out as described in step (7) of Reaction Scheme 
X. The product can be isolated from the reaction mixture using conventional methods as 
the compound of Formula 1-4, or 1-5 or as a pharmaceutically acceptable salt thereof. 

Alternatively, steps (4) and (5) of Reaction Scheme XI can be omitted, and the 
tetrazolo ring can be reductively removed from a 72y-imidazo[4,5-c]tetrazolo[l,5- 
a]pyridine of Formula LDC-4 or LIX-5 to provide a liy-imidazo[4,5-c3pyridin-4-amine of 
Formula 1-4 or 1-5. The reaction can be carried out by reacting the 7tf-imidazo[4,5- 
c]tetrazolo[l,5-a]pyridine of Formula LDC-4 or LDC-5 with hydrogen in the presence of an 
catalyst and an acid. The reaction can be conveniently run in a Parr apparatus with a 
suitable catalyst, such as platinum IV oxide, and a suitable acid, such as trichloroacetic 
acid or concentrated hydrochloric acid. The product can be isolated from the reaction 
mixture using conventional methods. 
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Reaction Scheme XI 



CI 


s"- 0 - (1) 


K 1 


0 

»♦ 

'■V 




✓NH 2 
















f 


R 4 


X 


R 4 




XXIX-4 


0 


LXII-4 
LXII-5 


? 

R 1-4.5 


LXIII-4 


? 


XXIX-5 


I 


LXIII-5 


R 1-4,5 
(3) 




LIX-4 
LIX-5 



Rl-4.S 



Some embodiments of the invention including compounds of Formula 1-5 and 
10 intennediate compounds can be prepared according to Reaction Scheme XH where 
Ri-s, R* R», R4, X, and Ac are as defined above. 

In step (1) of Reaction Scheme XH, a 2-cmoro-3-mtropyridme of Formula XH is 
esterifiedto provide a 2-chloro-3-nitropyridine acetate of Formula IXVL Preferably, the 
esterification is carried out using acetic anhydride in a suitable solvent such as anhydrous 
15 dichloromethane in the presence of pyridine and catalytic 4^cmylaminopyridme 
(DMAP). The product can be isolated from the reaction mixture using conventional 

methods. , w r, . 

In step (2) of Reaction Scheme XH. a 2-chl 0 ro-3-nitropyridine of Formula LXVI is 
reacted with an alkali metal azide to provide an 8-mrrotetrazolo[l,5^]pyridine of Formula 
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LXVH. The reaction can be carried out as described in step (1) of Reaction Scheme Vffl. 
The product can be isolated from the reaction mixture using conventional methods. 

In step (3) of Reaction Scheme XII, an 8-nitrotetra Z olo[l,5- a ]pytidine of Formula 
DCVH is reduced to provide tetrazolo[l s 5^]pyridme-7,8^aniine of Formula LXVHI. 
5 Thereductioncanbecarri e doutasdescribedinstep(3)ofReactionSchemeVni. The 

product can be isolated from the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme XH, atetrazolo[l 5 5^]pyridme-7,8^amine of . 
Formula LXVHI is reacted with a carboxylic acid or an equivalent thereof to provide a 
VH-irmdazo^S-cltetrazololl^lpvridine of Formula LXTX. The reaction can be carried 
10 out as described in step (4) of Reaction Scheme Vffl. The product can be isolated from 
the reaction mixture using conventional methods. 

in step (5) of Reaction Scheme XH, a 7ff-iimdazo[4,5^tetrazolo[l,5-a]pyridine of 
Formula LXTX is hydrolyzed using conventional methods to provide a 7H-imidazo[4,5- 
c]tetrazolo[l,5- fl ]pyridine of Formula LXX. For example, the reaction can be 
1 5 conveniently carried out by adding potassium carbonate to a 7H-imidazo[4,5- 
c ]tetrazolo[l,5.a]pyridine of Formula LXTX dissolved in methanol at an elevated 
. temperature. The product can be isolated from the reaction mixture using conventional 
methods. 

m step (6) of Reaction Scheme XH, a 7H-imidazo[4,5- C ]tetra Z olo[l ,5-«]pyridine of 
20 Formula LXX is reacted with 3-bromopropyne to provide a 7H-imidazo[4,5- 

c ltetrazolo[l,5- a ]pyridine of Formula LXXI. The reaction canbe carried out by adding 3- 
bromopropyne to 7H-imida Z o[4,5^]tefrazolo[l,5^pyridine of Formula LXX under phase 
transfer conditions with catalytic benzyltrimethylammonium chloride in a mixture of a a 

suitable solvent such as mcMo^^ ^ 

25 productcanbeisolatedfrommereactionniixtureusmgcon^ 

In step (7) of Reaction Scheme XH, 7fl--mudazo[4,5- C ]tefrazolo[l,5^]pyridine of 
Formula LXXI is reacted with a heteroarylbromide or heterocyclylbromide to provide a 
7H-irmdazo[4,5^tetrazolo[l,5-alpyridine of Formula LDt5. The reaction can be carried 
out by coupling a heteroarylbromide, for example, 5-bromopyrimidine, or 

30 heterocyclylbromide with the alkyne group of a7if-imidazo[4,5-c]tetrazolo[l,5- 

a]pyridine of Formula LXXI. The coupling reaction can proceed through a palladium 
complex, generated from a palladium catalyst, for example 
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base suchastriethylanune. The reaction is carried out in a suitable solvent such as 
tethylformantideandcanbeheatedatanelevatedten^era^ The product can be 
isolatedfixjmthereactionniixtureusingconventiondm 
5 m step (8) of Reaction Scheme XH a 7H-inuto[4,5^tetmolo[l,5-«]pyndme of 

FormulaLIX-5 is reacted with triphenylphosphine to form an AT-triphenylphospbnyl 
compound of Formula LX-5 . The reaction can be carried out as described in step (6) of 
Reaction Scheme X. The product can be isolated from the reaction mixture using 

conventional methods. 
10 ms tep(9)ofReactionSchemeXII,an^triphenylphosphinylcompoundof 

FonnoiaUC-Sishyto^ 

5 The hydrolysis can be carried out as described in step (7) of Reaction Scheme X. The 
product canbeisoktedtomereactionmixtureusmg convention^ 
compound of Formula 1-5 or as a pharmaceutical^ acceptable salt uiereof. 
15 Alternatively, steps (8) and (9) of Reaction Scheme XH can be omitted, and the 

tetrazolo ring can be reductively removed from a 7//-imidazo[4,5-c]tetra Z olo[l,5- 
- fl]p yridine of Formula LTX-5 to provide a lH«azo[4,5^]pyridm^amine of Formula 
1-5 The reaction can be carried out by reacting the 7H-imidazo[4,5-c]tetrazolo[l ,5- 
alpyridine of Formula LTX-5 with hydrogen in the presence of an catalyst and an acid. 
20 Thereactioncanbeconveni^^ 

platinum IV oxide, and a suitable acid, such as trifluoroacetic acid or concentrated 
hydrochloric acid. The product can be isolated from the reaction mixture usmg 
conventional methods. 
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Some embodiments of the invention including compounds of Formulas LXXVH-1, 
LXXVTI-2, LXXVH-3, and intermediate compounds can be prepared according to 
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Reaction Scheme XHI where Rt-i« <fc-w ** «* R ">' R » *■ X ' "* B0C 316 38 
defined above, Tf is trifluoromemylsulfonyl, and PMB is 4-methoxybenzyl. 
m step (1) of Reaction Scheme Xffl malonyl dicMoride is stirred with 

propanenitrile at ambient temperature to provide e-cMoro^hydroxy-S-memylpyridin- 
5 2 (li^nehydrocWoridehydrate,wMchprecipitatesfiomthesolution. 

In step (2) of Reaction Scheme XIII, direct nitration of 6-chloro-4-hydroxy-5- 
xnethylpyridin-2(lfl)-one hydrochloride hydrate is carried out in excess sulfuric acid and 
one equivalent of nitric acid to provide 6-cWoro^hydmxy-5-memyl-3-mtmpvridin- 
2(lfl)-one. Thereactionisrunatareducedtemperatuie. The product conveniently can be 
10 precipitated from the solution by the addition of ice water. 

In step (3) of Reaction Scheme XHI, 6-cmoro^hydroxy-5-memyl-3-mtropyridin- 
2(lfl)-one is converted to the Inflate ofFormula LXXE. The reaction can be carried out 
by adding trifluoromethanesulfonic anhydride to a solution of 6-chloro-4-hydroxy-5- 
memyl-3-mtropvridin-2(lfl)-one in a suitable solvent such as dichloromethane in the 
15 presence of a base such as triethylamine. The reaction can be carried out at sub-ambient 
temperatures. M amine of Formula XXIV is then added to the reaction at ambient 
. temperaruretopmvideapyridmeofFormulal^Xn. The product can be isolated from 
the reaction mixture using conventional methods. 

In step (4) of Reaction Scheme XHI, the taiflate group of a compound ofFormula 
20 LXXE is displaced with bis(4-methoxyber^l)amine to provide a pyridine ofFormula 
LXXm. The reaction can be carried out in the presence of a base such as triethylamine 
and in a suitable solvent such as toluene. The reaction is conveniently carried out at 
elevated temperatures. The product can be isolated from the reaction mixture using 
conventional methods. 

25 In step (5) of Reaction Scheme Xffl, the nitro group of a compound ofFormula 

Ijoanisreducedtopwvideap^ Thereaction 
can be carried out by the addition of sodium borohydride and nickel chloride to a solution 
of a compound of Formula LXXIE in a suitable solvent or solvent mixture such as 
methanoydichloromethane at ambient temperature. The product can be isolated from the 

30 reaction mixture using conventional methods. 

hi step (6) of Reaction Scheme XHI, apyriclme-7,8-diamine ofFormula LXXIV 
reacts with a carboxylic acid or an equivalent thereof to provide an imidazo[4,5-c]pyridine 
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10 



„f B „nnulaI*XV. Ih. reaction can bo«rie4 out astacribed in «,(4» of lotion 

Scheme Vin. _ t twtz 

In step (7) ofReaction Scheme XHI, an imidazo[4,5-c]pyridine of Formula LXXV 

isdeprotectedunderaddicconditionstoprovidealif-^ 
FormulaLXXVL Tbereaction can be carried out by dissolving an fnUmW*** 
ofFonnulal^DCVintrifluoroacetic add and stirring at ambient temperature. Optionally, 
the reaction can be carried out in a suitable solvent such as dichloromethane. 

In step (8) ofReaction Scheme Xffl, a lH-inudazo[4,5-c]pyridm^amme of 
FormulaLXXVIis converted to a iH-intidazo^S^pyridm^amine of Formula 
LXXVn-1,2,3, which is a subgenus of Formula 1-1, 1-2, and 1-2, using conventional 
raethods. The reaction can be carried out as described in step (11) ofReaction Scheme H. 
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Reaction Scheme XHI 
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It is understood that one skiUed in the art will select the appropriate reacton 

Mennediatecanbe selected Reduction of a ntoo group at * or R<can be avotded by 
placement on thepyridine ring after reduction ofthenilro group attheS-positionof^e 
pyridm e ring. When an alkenyl, a&ynyl, alkenylene, or alkynylene group is present, 
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reduction of thenitro group at the 3-positionofihepytidmermg can be carried out by 

group, ^m^if^****^*^'^™'* 
as an alkenyl orheteroaryl group, the formation of an iST-lriphenylphoaphinyl compound 

5 Mowedbyhydrolysiscanbeus^^^ 
example, the alkenyl or heteroaryl group. 

The term "non-interfering substituents" refers to Rx, Ry. and R z groups whtch do 
notpreventacompoundofFormmalafemmducmgmebiosynmesisofoneo^ 

cytokines. Illustrative non-interfering Rx groups include those described above for R 2 . 

10 Nustrativencm-mt^ 

As used herein, the terms "alkyl", "alkenyl", "alkynyl" and the prefix "alk-" are 
inclusive of both straight chain and branched chain groups and of cyclic groups, i.e. 
cycloalkyl and cycloalkenyl. Unless otherwise specified, these groups contam from 1 to 
20 carbon atoms, wifia alkenyl groups containing from 2 to 20 carbon atoms, and alkynyl 
l5 groups containing from 2 to 20 carbon atom, Preferred groups have a total of up to 10 
carbon atoms, for example, up to 8 carbon atoms, up to 6 carbon atoms, and up to 4 carbon 
- atoms CycficgroupscanbemonocychcorpolycyclicandpreferablyhavefromStolO 
ring carbon atoms. Exemplary cyclic groups include cyclopropyl, cyclopropylmethyl, 
cyclopentyl, cyclohexyl, adamantyl, and substituted and unsubstituted norbomyl and 
20 norbomenyl. 

Unless otherwise specified, "alkylene", "alkenylene", and "alkynylene are the 
divalent forms of "alkyl", "alkenyl", and "alkynyl" defined above. 

The term "haloalkyl" is inclusive of groups that are substituted by one or more 
halogen atoms, including perfiuorinated group, This is also true of groups that include 

25 theprefix , _ ... 

••halo-". Examples of suitable haloalkyl groups are chloromethyl, tritluoromethyl, and the 

The term "aryl" as used herein includes carbocyclic aromatic rings or nng systems. 

30 term "heteroaryl" includes aromatic rings or ring systems that contain at least one nng 
heteroatom (e.g., O, S, N). Suitable heteroaryl groups include foryi, thienyl, pyndyl, 
qdnolinyl, isoquinolinyl, indolyl, isoindolyi, triazolyl, pyrrolyl, tetrazolyl, imidazolyl, 
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pyrazolyl, oxazolyl, thiazolylbenzofurany^enzothiopheayl, carbazolyl, benzoxazolyl, 
pyrinudinyl, benzimidazolyl, quinoxalinyl, benzothiazolyl, naphmyridinyl, isoxazolyl, 
isothiazolyl, purinyl, quinazolinyl, and so on. 

"Heterocyclyl" includes non-aromatic rings or ring systems that contain at least 
one ring heteroatom (e.g., 0, S,N) and includes all of the folly saturated andpartially 
unsaturated derivatives of the above mentionedheteroaryl groups. Exemplary 
heterocyclic groups include pyrroUdinyl, tetrahydroforanyl, morpholinyl, thiomorphohnyl, 
piperidinyl, piperazinyl, thiazoUdinyl, inutahdinyl, isothiazolidinyl, and the like. 

The aryl, heteroaryl, andheterocyclyl groups canbe unsubstituted or substituted by 
, one or more substituents independently selected from the group consisting of alkyl, 
alkoxy.methylenedioxy, ethylenedioxy, alkylthio, haloalkyl, haloalkoxy, haloalkyltfoo, 
halogen, nitro, hydroxy, mercapto, cyano, carboxy, formyl, aryl, aryloxy, aryithio, 
arylalkoxy, arylalkylthio, heteroaryl, heteroaryloxy, heteroarylthio, heteroarylalkoxy, 
heteroarylalkylthio, amino, alkylatnino, malkylamino, heterocyclyl, heterocycloalkyl, 
5 alkylcarbonyl, alkenylcarbonyl, alkoxycarbonyl, haloalkylcarbonyl, haloalkoxycarbonyl, 
alkylthiocarbonyl, arylcarbonyl, hetemarylcarbonyl, heterocyclylcarbonyl, 
aryloxycarbonyl, heteroaryloxycaxbonyl, arylthiocarbonyl, heteroarylthiocarbonyl, 
alkanoyloxy, alkanoylthio, alkanoylamino, aroyloxy, aroylthio, aroylamino, 
alkylaminosulfonyl, alkylsulfonyl, arylsulfonyl, heteroarylsulfonyl, aryldiazinyl, 
20 alkylsulfonylamino, arylsulfonylamino, arylalkylsulfonylamino, alkylcarbonylamino, 
alkenylcarbonylamino, arylcamonylamino, arylalkylcarbonylamino, 
hetemarylcarbonylamino, hetemarylalkycarbonylamino, alkylsulfonylamino, 
alkenylsulfonylamino, arylsulfonylamino, arylalkylsulfonylamino, 
hetemarylsulfonylamino, heteroarylallcylsulfonylamino, alkylaminocarbonyi, 
25 dialkylaminocarbonyl, arylarninocarbonyl, arylalkylaminocarbonyl, 

alkenylaminocarbonyl, hetemarylaminocarbonyl, heteroarylalkylaminocaibonyl, 
alkylanunocarbonylamino, alkenylammocamonylamino, arylaimnocarbonylamino, 
arylalkylammocarbonytammo.heteroarylammocarbon^ 

hetemarylalkylarmnocarbonylamino and, in the case of heterocyclyl, oxo. If any other 
30- groups are identified as being "substituted" or "optionally substituted", then those groups 
can also be substitutedby one or more of the above enumerated substituents. 
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The invention is inclusive of the compounds described herein in any of their 
pharmaceutically acceptable forms, including isomers (e.g., diastereomers and 
enantiomers), salts, solvates, polymorphs, and the like. In particular, if a compound is 
opticedly active, the invention specifically includes each of the compound's enantiomers as 
5 well as racemic mixtures of the enantiomers. 

Preferred compounds of the invention include: 

yl]ethoxy}ethyl)-2-methylpropanamide; 

AH2-{2-[4-arnmo-^ 
10 yl]ethoxy}ethyl)cyclopentanecarboxamide; 

A K 2-{2-[4Wo-2<cycl^ 
yl]emoxy} ethyl)mcotinamide; 

W -{M4-ammo-2^ 
yl]emoxy}emyl>iv'^^emylpropanamide; 

15 Ar<2-{2-[4-ammo-2Kcyclopropylmemyl)-6,7-to^^ 
yl]ethoxy}emyl)-Ar-methylcyclopentanecarboxamide; 

iH2-{2-[4-andno^^^ 
yl]emoxy}emyl>^-memylmratinamide; 
^(2-{244-annno-2<cyclopropyle%lW-to^ 
20 yl]ethoxy}ethyl>2-methylpropanamide; 

j^2-{2-[4-atnmo-2^^ 

yl]ethoxy} ethyl)cyclopentanecarboxamide; 

AKZ-^ammo^cyc^ 

yl]emoxy}emyl)mcotinamide; 

tf-(2-{2-[4-ammo-^ 
yl]emoxy}emyl>^-dimemylpropanamide; 

^2-{2-[4-ammo-2<memoxyemyl)-6,7-dM^ 
yllemoxy}emyl)-^-memylcyclopentanecarooxamide; 

jy K 2-{2-[4Wo-2<memoxy« 
30 y l]emoxy}e1hvl>iV'-memyMcotinamide; 

W -{2-[4Wo-2<cyclopr^^^ 
yl]emoxy}emyl>2-methylpropanamide; 
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yl]ethoxy}ethyl)cyclopentanecarboxamide; 
i^2-{2-[4-anuno-2<cycloptopylmethyl)-6-methyl4M 

yl]ethoxy}ethyl)nicotinamide; 
5 W {244-aniino-2<cyclopropylme&yl)-6-me^ 
yl]ethoxy}ethyl)-^-dimethylpropanamide; 

yl]ethoxy}ethyl)-^-methylcyclopentanecaiboxamide; 

tf. (2 -{2H;4Wo-2<cyclop^^ 
10 yl]ethoxy}ethyl)-i^-methylnicotinamide; 

JSH2-{2-[4-a^^ 
methylpropaaamide; 

yl]ethoxy} ethyl)cyclopentanecarboxamide; 

15 ^{2.[4«nino- 

yl]ethoxy}ethyl)nicotinamide; 

tf_(2- { 2-[4-anmo-2-^^^^^^ 
iV,2-dimethylpropanamide; 

20 methylcyclopaitanecarboxamide; 

W -{244-a^o-2-pr^ 

metiiylnicoliaamide; 

W -{2-[4Wo-2-piopyl-6^^^^ 

methylpiopanamide; 
25 AK2-{2-[4-amino-2-prc^yl-6-methyl4ir-iiiudazo[4 > 5-c]p^ 

yl]ethoxy}ethyl)cyclopentanecarboxamide; 

fl:(2-{2-[4-amino-2-piopyl-6-m^^ 

yl]etiioxy}ethyl)nicotinaiiiide; 
W -{2-[4-aniino-2-propyl-6-methyl4ff-iimdazo^ 

30 dimethylpropanamide; 
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15 



AK2-{2-[4-ainino-2-^^^^ 
methylnicotinamide; 
AK2-{2-[4-amino-2^^^ 
yljethoxy} efliyl)morpholijQe-4-carboxamide; 
5 ^2-{2-[4-anuno-2-(cyclopropylmethyl)-6J-dm^^ 
yl]ethoxy}eth.yl)-JV-cyclohexylurea; 

^-^-amiBO^cy^^^ 
yl]ethoxy>ethyl)-iV-pyridin-3-ylurea; 

10 yl]ethoxy}ethyl)moiT?holiiie-4-carboxaiiiide; 

NL (2 -{2-[4-ainino-2<cy^^^ 

yl]ethoxy}ethyl)-iV-cyclohexylurea; 

JV-(2-{2-[4-animo-2-(cyclopropylethyl)-6J^ethyl4H-i^ 

yl]ethoxy} ethyl)-iV-pyridiii-3-ylTirea; 
iV--(2-{2-[4-amino-2Kmethoxyethyl)-6J^ethyl-lH-imi 

yl]e&oxy}ethyl)moipholine-4-cafboxamide; 

tf_(2-{2-[4-amino-2<methoxye^^^^ 
yl]ethoxy}ethyl)-JV-cyclohexyliJrea; 

iVK2-{244-ammo-2Kmetto^ 
20 yl]ethoxy}ethyl)-iV-pyridiii-3-ylurea; 

^-{2-14-amino-Mcy^^ 
yl]ethoxy}ethyl)morpholine-4-carboxamide; 

AK2-{2<4-ammo-2<cyc^ 
yllethoxylethylViV-cyclohexyliJrea; 
25 ^2-{2-[4-amino-2<cyclop ro pylmethyl)^methyl-lH-M 
yl]ethoxy}etiiyl)-iV-pyridin-3-ylurea; 

iVK2-{2-[4-ammo-2<cyc^ 
yl]etb.oxy}ethyl)morplioline-4-cafboxamide; 

tf.(2-{2-[4-aniino-2<cyclop^^ 
30 yl]ethoxy}ethyl)-iV-cyclohexylurea; 

W -{2-[4-ainino-2<cyclopropyle1hyl)-6-methyl-lH-^ 

yl]ethoxy}ethyl)-iV-pyridin-3-ylurea; 
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yl]el3ioxy}etliyl)moipholme-4-carboxamide; 

yl]ethoxy}ethyl)-]V-cycloliexylurea; 
5 W -{2-[4-anuno-2-(methoxye1iiyl)-6-m^ 
yl]e1iioxy}ethyl)-iV , -pyridin-3-ylurea; 
W -{2-[4-ammo-^ 

yl]ethoxy}ethyl)morpholine^-caiboxamid e ; _ 

pyridin-3-yluiea; 

fli(2-{2-[4-amino-2-^^ 
yl]ethoxy}ethyl)moipholine-4- C arboxamide; 

cyclohexylurea; 

„ K2 . m 4^c>-2-propyi.6^^ 

pyridin-3-ylurea; «.,_.<• i 

^2.{2-[4.an^2Kcyclop^ylmethyl>6,7.^ 

20 yl]ethoxy}ethyl)-Wdiethylurea; 

W . { 244-anmo.McyclopropylmethylW^ 

yl]ethoxy}ethyl)-iV-isopropylurea; 
W .{244-a m ino-2KcyclopropylethylW^e^ 

yllethoxy}ethyl)-^-diethylurea; 

25 ^-{Wanu^^ 

ylletiioxyjethylViV-isopropylurea; 

^- { 2-[4-ax^^ 

30 isopropyhirea; 

tf. (2 -{2-[4-anrino-2^^^^ 



yl]ethoxy}ethyl)W-<iiethylurea; 



I 
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JH2-{2-[4-amino^^ 
yl]ethoxy}ethyl)-JV-isopropylurea; 

yl]ethoxy}ethyl>^-diethytaea; 

5 ^-{^amino^^^ 

yl]ethoxy} ethy^-W-isopropylurea; 

^2-{2-[4-amino^^^ 

yl]ethoxy}eth.yl)W-diethylurea; 

^2-{2-[4-amino-Mcyclopropylethyl)-6-methyl-^ 

10 yll6thoxy}etIiyl)-N , -isopiopylurea; 

^ ( 2- { 2-[4Wo-2-p^^ 

diethylurea; 

isopropylurea; 
15 W<2-{2-[4-ainko^^ 

yl]ethoxy}ethyl)-^-diethylurea; 

yl]ethoxy}ethyl)-iV-isopropylurea; 

iK2-{2-[4-amino^^ 
20 yl]eflioxy}ethyl)methanesulfonamide; 

yl]eflioxy}ethyl)propaiie-2-sulfonamide; 

tf.(2-{2-[4W>-24c^^ 
yl]ethoxy}ethyl)quinoline-8-sulfonamide; 

25 AH2-{2-[4-anuno^^^ 

yl]ethoxy}ethylVAr-meihylmethanesulfonamide; 

^-{^ammo^cyclopropylmethyl^J-dim^ 

yl]ethoxy}ethyi)-^-methylpiopaiie-2-sulfonamide; 

N<2 -{2-[4Wo-2^cyc^^ 
30 yl]ethoxy}ethyl)-iV-methylqviinolme-8-sulfonaniide; 

W -{2-[4-aniino^^^ 
yl]ethoxy}ethyl)methanesulfonamide; 
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yl]ethoxy}ethyl)propane-2-sulfonamide; 

yl]ethoxy}ethyl)quinoline-8-sulfoiiamide; 

5 ^{^i^dno-^^ 

yl]ethoxy}e%l)-^-methylmethanesulfoiiainide; 

W -{2-[4-anrino^^ 

yl]ethoxy}e%l>iV--metiiylpropane-2-sulfonainide; 
W -{2-[4-ainino-Mcyclopropylmethyl)-6-me^ 
10 yl]ethoxy}ethyl)-^-methylqvinoline-8-sulfonamide; 

W -{2-[4-ammo^^ 
yl]ethoxy}ethyl)methanesulfoiiainide; 

^2-{2-[4-amino-2-propyl-6,7-dimethyl4if-iim^ 

yl]ethoxy}ethyl)propane-2-sulfonamide; 

15 j\H2-{2-[4Wo-2-propyl-6J^ 

yl]ethoxy}ethyl)quinoline-8-sulfoiiamide; 

methylmethanesulfonamide; 

W -{2-[4-anu^^^^ 
20 methylpropane-2-sulfonamide; 

W -{2-[4W>-2-^^ 
me%lquinoline-8-sulfonaiiiide; 

Ar<2-{2-[4-anrino-2-ptopyl-6-methyl4H-iinidazo[4,5^]pyri^ 
yl]ethoxy}eth.yl)metbanesulfonamide; 
25 AK2-{2-[4-amino-2-propyl^^ 

yl]ethoxy} ethyl)propane-2-sulfonamide; 
iV<2-{2-[4-an 1 ino-2-propyl-6-methyl4fr-iimdazo[4 J 5-^ 

yl]ethoxy}ethyl)quinoliixe-8-sulfoiiainide; 

W -{2-[4-arn^^ 
30 methylmethanesulfonamide; 

W -{2-[4-anuno^ 
methylpropane-2-sulfonamide; 
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JV^2-{2-[4-amm^ 
methylquinoIine-8-sulfonamide; 

j\T-(2-{2-[4-ainino^ 

yl]ethoxy} ethyl)methanesulfoiiaini<ie; 
5 i^(2-{2-[4-amino-2-methoxyethyl -6-methyM#-imid^ 
yl]ethoxy} ethyl)propane-2-sulfonaniide; 

^(2-{2-[4-ainiiio-2-methoxyethyl -e-methyl^i/^imidazo^^-clpyridin-l- 
yI]ethoxy} ethyl)quinolke-8-sulfoiiainide; 

J\T-(2-{2-[4-amino-2-methoxyethyl -6-methyl4H-imidazo[4,5-c]pyridin-l- 

10 yi]ethoxy}ethyi)-i^ 

JVK2-{2-[4-amino-2-methoxyethyl ^-metliyl4H-inudazo[4,5^]pyridin-l- 

yl]ethoxy} ethyl)-iV'-methylpropane-2-sulfonamide; 

^-(2-{2-[4-amino-2-methoxyethyl ^-me%14H-inudazo[4,5^]pyridin-l- 

yljethoxy} ethyl)-iV'-methylquinoline-8-sulfonaim 
15 #<2-{2-[4-ammo-2-^ 

yl]ethoxy} ethyi)methaaesulfonainide; 

AT-(2-{2-[4-amino-2^^^ 

yl]ethoxy } ethyl)propane-2-sulfonamide; 

JV-(2-{2-[4-amino-2-(cy^ 
20 yl]ethoxy}ethyl)quinoline-8-siilfona2iude; 

jV^(2-{2-[4-amino-2-(^ 

yl]ethoxy} ethyl)-A^methylmethanesulfonamide; 

iV^2-{2-[4-amino-2-(cyclopropylethyl>6-m^ 

yl]ethoxy} ethyl) W-methylpropane-2-sulfonamide; 

25 JVK2-{2-[4-anun^^ 

yl]ethoxy} ethy^-A^methylquinoline-S-sulfonamide; 

2-butyl4-{2-[3^1,l^oxidoiso1iiiazoBdm-2^ 

imidazo[4,5-c]pyridin^amiiie; 

!.{2-[3^1,l^oxidoisotbiazoUdinr2-yl)propoxy]e 
30 lff-imidazo[4,5-c]pyridin^-ainine; 

l-{243Kl,l^oxidoisotluazolidin-2-yl)propoxy]e 

lF-imidazo[4,5-c]pyridin^amine; 
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2<cyclopropy^^^ 

dimethyl4H-inudazo[4,5-c]pyridm-^amine; 

dimethyl4H-imidazo[4,5-c]pyridin-4-amme; 

5 H 2-[3<U-dioxidoisoto^ 
inudazo[4,5-c]pyridin-4-amine; 

H 2-[3<l,l-dioxido^ 
imidazo[4,5-c]pyridin-4-amine; 

1. { 2-[3-(ia^o X idoisothiazoUdin-2-yI)pr^ 

10 c]pyridin-4-amine; ; - 

2. butyM-{2-[3-(l,l^o X idoi80lMazofidin-2.yO^ 

c]pyridin-4-amine; „ 

iinidazo[4,5-c]pyridin-4-amine; 
15 M 2^U-dioxidoisot^^ 
inudazo[4,5-c]pyridiii-4-amine;. 

lH-iinidazo[4 5 5-c]pyridin^amine; 

2<cyclopiopyl^ 
20 lH-iiiddazo[4,5<]pyri<iin^ainine; 

l- { 2-[3<l,l-dioxidmsoti^^ 
imidazo[4,5-c]pyridin-4-amine; 
l.{2-[3<14-di(mdoisothiazoUdin.2-yI)p^ 

c]pyridin-4-ai3aine; 
25 H 2-[3^1-dioxidoiso^^ 
c]pyridin^-amine; 
l-^enzyloxy)^^ 

amine; 

30 l-[2<benzyloxy)ethy^ 
H2<benzyloxy)e«^ 
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amine; .... A 

5 ^cycl^ytaeth^^ 
c]pyridin^-amine; 

26^ethyM-[2<3-ph m yl PK ^xy).thyl]-lH-imid a zol4^1pyriam+^ 
^s^hyl-MMK^^^^^ 

amine; . . 

„ z^yl-Wpteaylprop-a^^^ 

4-amine; tJ1 A 

W <B,^2^-l-e<3-pyri^^ 

15 amine; . rA c 

^ydopr^ylm^ylW^^ 
c]pyridin-4-amine; 

2, 6 ^%H-[2<3-pyTidn.3^^ 
20 4-amine; 

6^1.2^yl-W3^-3-ylpnwW>*^^^™ 

J^lopropylmettyl)^^^ 

c]pyridin-4-amine; 

25 clpyridin-4-amine; 

6,7-dtad^-P^-W^^ 

Zly^-propyl-l-WW-^^^ 

amine; - 
30 S-meW^yH-lW-py^^ 



amine; 
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amine; 

. 6 T^hyl-lWmefhylftiOpnfyl]- W-i^tolV-^^ao^e; 
267-trimeftyMWnKthylt^^ 

5 2 !*y«,7^ett,yM-[Mm^^^ 
^eftyH-P^ltto^y^ 

i^yW.li^M-tM^^^ 
2^oxym*yW^*yM-PK^^^ 

amine; _ ... , 

amine; 

6 7niime<hyM-[3Km*ylsul^^ 

67 HtaiyM^-(me%i^^^^ 

20 amine; , ... . 

amine; 

c]pyridin4-axnine; 
25 6 7^e%M-[3< me %tolfi»^^ 

2 6 7-,ri J! ^y!4-[Wmethy^yl)P^*lH-Wto[4.5-lP^^™ 

2^yW^*yW-[3<»*y^^ 
ST^yM-Wm^u^^ 

30 l ^7*#l##*l»* 1 '* 4 ^ 



amine; 
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2-methoxyethyl^^ 



amine; 

2«yclopropylmethyW^ 

c]pyridin-4-amine; 

67 HlimethyH-[3-(pheny^^^ 

2 Wtrimemyl-l-[3^henyl^^^ 

2-emyl-6J^ethyl-l-^^ 

6 7^ethyl4-[3^henyl«^^ 

2^utyl-6J.dimethyl-l-[3-(phenylthio)propyl]4^ 

2-emoxymemyW-to^^^^ 
amine; 

2< n emoxyemyl-6J^emyl-l-^ 
amine; 

2-cyclopropylmemyW^ 
amine; 

67nlhnetayU-[3-(ph^^^ 
2 6 7-trim e thyl-l-[3-(phenylsulfonyl)propyl]4^midaz^ 

2-efcyW-d™^^^ 
6 7-dimemyH-[3-(pheny^ 
2-butyl^7^e1iiyl4.[3.(pheayl S ulfoayl)p^ 

2-efcoxymetoyW^^^^ 
amine; 

^oxyemyW^ethyl-^^ 
amine; 

2«yclopropylmet^^ 
c]pyridin-4-amine; 
6 T-dimemyl-l-^henyls^^ 
2 6 7-trimemyl-l-[3-(phen^^ 

2^thyW 7^ethyl-l-[3^henylsulfinyl)propyl].lH-inuto 

6 7 -dime*yl-l-[3^hen^^ 
Z-butyW^ethyl-l-tf^^ 



10 

amine; 
2-mett 
amine; 
2-cycl< 
15 amine; 



20 



25 



30 
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amine; 
amine; 

5 2«9dmftu*^^ 
c]pyridin-4-ainine; 

2 6 T-trimethyl^-lS-Cpyrinudin-Z-ylthioJpropylh 
Z^yl^toethyH^^ 
10 6 7^ethyl-l-[3-(pyri^^ 



amine; 



amine; 

2^thoxymethyW^^ 

15 4-amine; 

2-me^xyethyW^^ 
4-amine; 

2-cycloprcpytoet^ 
c]pyridin-4-amine; 
20 6 7 ^e&yl-H3-(pyr^ 

2 6 7-trime%14-[3-(py^^ 

2 'etoyl^to^^^ 

amine; 

25 amine; 

^l^limeihyl-HS^^ 

amine; 

2^oxy*ethyW^^^ 
c]pyridin-4-amine ; 

30 2*iefli0xye^^^ 
cJpyridin-4-amine; 
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2^1opnwtaa<hyW^ 

c]pyridin-4-amine; 

6 T-dimethyM-tS-fcy^^ 

2 6 7-trimethyM-[3-(^^ 

amine; ] 
6/7^efcyH-[3-(pyri^^ 

amine; 

24mtyW^e<hyU-[3^^ 

10 amine; 

2-ethoxymeihyW^^ 
c]pyridin^-amine; 
2-methoxyethyl-6^^ 
c]pyridin-4-amine; 

15 i^wwta^^ 
c]pyridin-4- amine; 

1- [3-(butylthio^^ 
H 3-(butyltmo)propyl]W^ 
H 3<butylthio)p^^^^ 

20 !-[3-(>utylthio)propylW-dimethyl-2-p^ 

2- butyM-[3<butylt^^^ 
H 3<butylthio)p^^ 

l-[3-(butyltbio)propyl]-2-methoxyethyl-6,7^e^ 
H 3<butyltbio)pr^^ 

25 amine; 

l-[3-(butylsulfo^ 

H 3^utylsulfonyl)p^^ 

H 3-(butylsulf^^^^^ 

l-[3<butylsulfonyl)propylW^etiyl-2-p^ 
HSKbutylsulfcm^^^^ 



30 



amine; 
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amine; r M ^ n .j. 

4-amine; 

HS-^lsulftayOP*^^ . 
..p^uKmyl^y^^^^ 

,o HSKbmyisuiifcyOP^^ 

amine; _ ... . 
amine; - . 

15 4-amine; ... 
l.(3- K 2AacUoroptay^^ 

20 amine; _ . _ - . 

4-amine; _ A 



amine; . . - TA ~ 

25 

clpyridin-4-amine; 

H 3-[(2Adic^ 

c]pyridin-4-amine; 

30 imidazo[4,5-c]pyridin-4-amine; 
H 3-[(2/Wicb^^^ 



amine; 
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amine; _ . - 

H 3- [( 2*dicMo^^^ 

clpyridin-4- amine; 

c]pyridin-4-ainine; 
2 -butyl4-{3-[a^^^ 

c]pyridin-4-amine; v 
H 3-[(2^dichloi^^^^ 
10 imidazo[4,5-c]pyridin-4-amine; 

H3 . [( 2^dicWoi^^ 

imidazo[4,5-c]pyridin-4-amiQe; 

imidazo[4,5.c]pyridin-4-amine; 
15 H 3-[(2,4^chl^^^^ 

amine; ... A 

amine; . . , TA * 

H 3-[(2AdicU^^^ 
20 c]pyridin-4-amiiie; 

H 3-[(2^chlorop^^ 
c]pyridin-4-amine; 
2-butyH-{3-[(2,4^^ 
c]pyridin-4-amine; 

iaudazo[4,5-c]pyridin-4-amiiie; 

imidazo[4,5-c]pyridiii-4-amine; 

30 imidazo[4,5-c]pyridin-4-amine; 
H 3. [(2) 4^uoroph^^^ 
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amine; rj _ - A 

amine; _ . 

4-amine; a- a 

2 4>utyH-{3-[(2,4^^ 

amine; . TA - 

J^xyineM-HM^fl^^^ 
10 clpyridin-4-amine; 

H^^u^y^^ 
c]pyridin-4-amine; 

2«yclopnwlm^y^ 
imdazo[4,5-c]pyridin^amine; 

15 i.<H<&««ta^^ 

amine; #J . - 

amine; 

. 2 ^yi-H3-l(2/Wifta^^ 

20 c]pyridin-4-amine; 

c]pyridin-4-amine; 
2*utyH-{3-[(2,4^^ 
c]pyridin-4- amine; 

25 2^oxymetM-M3-[(^^ 
imidazot^S-clpyridm-^amine; 

imidazo[4,5^]pyridm^ainine; 

2-cyclopropylmet^ 
30 imidazo[4,5-c]pyridiii-4-amine; 

H 3-[(2^fluoi^^^ 



amine; 
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H 3-[(2,4-difluor^^^^ 
amine; 

2^thyH-{3-[(2,^^ 

c]pyridin-4-amine; 
5 i^^MBl^^ 

c]pyridin-4-amine; 

2-b,*yH-{3-[(2,4^^ 

c]pyridin-4-amine; 

2^oxymeihyH-{3-[(2A^^ 
10 c]pyridin-4-amine; 

H 3-[(2Adifl^^ 
c]pyridin-4-amine; 

iBiidazo^S-clpyridin-^-amine; 
15 T-nwthyH-PKmethyltMo^ylH^iimto^^ 

2,7^ethyl-l-[3<methylthio)propyl]-lff-inridazo[4,5^^ 

20 2-ethoxymethyl-7<^^ 
2-methoxyethyl-7<^^ 
2-cyclopropylmethyl-7-me^^ 

amine; 

7 H me thyH-[3<methyl S ^^^^ 

27^ethyl-l-[3Kmethylsulfonyl)propyl]4H-imidazo[4 > 5^^ 
2- et hyl-7-methyl-l-[3^ 

7- me thyl4-[3-(me1hylsidfonyl)pro P yl]-2-propyl-lM^ 
2-butyl-7-methyl-l-[3<methylsulfonyl)piopyl]4M 

2^oxyme%l-7-methyW^^^^ 

amine; 

2-methoxyethyl-7<ne^^ 



amine; 

25 



30 amine; 
2-metb 
amine; 
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amine; 



7«nethyH-[3<methyls^^^^ 

T-methyHWmethylsul^yl^ropyll^propyl-l^ 
24>utyl-7-memyl-l-[3<mem^^^ 

amine; 

amine; A 



amine 

10 

amine; 



amine; 



7<nemyM-[3-{phenylt^^ 
15 2 7^emyH-[3<phenyltmo)p^^ 

24,utyl-7-m e myU43-(ph^ 
2-ethoxymethyl-7-m^^ 
2 . m ethoxyet^^^^ 

amine; 

7-methyl-l-[3-(phm^^ 

27wiim e tti y l-H3^h^^^ 
2 ' ethy l-7-memyl4-[3^^^ 
7-methyl4-[3-(phenyl S ulfonyl)propyl]-2-propyH^^^ 

2-butyl-7-memyH-[3Kph^^^ 
2^oxymefcyl-7-memyl-lW 



20 

amine; 

25 



amine; 

30 2-memoxyemyl-7-met^ 



amine; 
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amine; 

2 ^-7Hae.M-H3^^^ 
^xymefcyl-^Ayl-HJ^^^ 



10 2 

amine; 



r^pyUnahyl-7^^^ 



amine; , 

7^-i-PKpyrMai*.^^^ 

- ^yi-^^-^^^-^^^^t"™^ 

■ z^aK^yM-meftyl-l-PKP^ 



20 amine; 



^etoyefcyl-7-m^yl-^^ 



amine; . , TA ~ 

2 «yclopropyta^^^ 
clpyridin-4-amine; 

7.m=%l-UMpyrMto-^^^ 

27^m^-H3^^^^* W - WtotW ^ to tT 
^yW-m.thyM-p-^^ 

^yw-p^di^y^^^ 

amine; . * 

24juty l-7-me*y^^^ 



25 



30 amine; 



amine; 
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10 



25 



2-eflu^e^^^ 
4-amine; 

2-mefcoxye m yl-7-memyl-^^ 
4-amine; 

c]pyridin-4-amine; 
7-methyU-[3-(pyrinu^^ 
2 7-dime%H-[3-(pyrim^^^ 
2^yl-7-memyl-l-[3-^^ 
7- memy M43-(pyrini^ 

amine; . i 

2-butyl-7-mefcyl-H3^y^^ 

2-eihoxymemyl-7<nemyW 

4-amine; 

2-methox ye thyl-7-m^^ 

4-amine; _ 
2-cyclopropylmethyl-7-memyl4-[3-(pyrmn^ 

c]pyridin-4-amine; 
l-[3.(butyltmo)propyl^^ 
) i-[ 3 <butyl1mo)propylW^ 
l-PKbutyltmoftropyl]^^^ 

1- [3-(butyltMo)propyl]-7-methyl-2-propyl-m-im^ 

2- butyU-[3^utylimo)pr^^ 
H 3-(butyltmo)p^^ 
H 3-(butyltmo)p^^ 
H 3-(butyltbio)pi^^ 



amine; 



30 



1- [3-(butylsuto^^^ 
H 3<butylsulfonyl^^ 
H 3-(buiylsulfo^^^^ 
H 3<butylsulfony^^ 

2- butyM-[3-(buty^^ 
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H 3-(butylsul^^^ 

l-[3-(butylsulfonyl)propyl]-2-m e thoxye%l-7- m ^ 
H 3.(butylsulfonyl^^^ 



amine; 



H 3<butylsulfmyl)p^^^^^ 

H 3^utylsulfmyl)p^^ 

1- [3-(butylsulfmyl)pTopyl]-2-etayl-7-me%l-^ 

HS-Cbutybul^^^^ 

2- butyl4-l3Kbut y l S ulfinyl)propyl]-7-methyl-lH-iinito 

10 HMW»^^ 
H 3-(butylsul^ 



amine; 



amine; 
l-{3-[< 
20 amine; 



CUULLU.W) 

l-^utylsulfmy^^ 
4-amine; 

15 H 3-[(2AdicMoroph^^ 

H3 -[(2,4Hiic^^^^ 

l-{3-[(2,4-dicWorophen y l)Mo3propyl}-2^thyl-7-methyU 
amine; 

l-{3.[(2^dicmorophenyl)Mo]propyl}-7-methyl-2-p^ 
amine; 

amine; 

HS^-dicMoropheny^^^^^ 

c]pyridin-4-amine; 
25 l-{3-[<2>dichl<m^^ 

c]pyridin-4- amine; 

l. M 2,4^cmoropheny^^ 

c]pyridin-4-amine; 

H 3-[(2AdicMoroph^^^ 
30 1 . { 3^ UJ ^^ 

amine; 
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l_{3-[(2,4-(ttchloropte 
4-amine; 

1- {3-[(2,4-dicWorophenyl)s^^ 
4-amine; 

2- butyl-l-{3-[(2AdicWor^^ 
4-amine; 

l-{3-[(2,4-dicMoroph<myty^ 
c]pyridin-4-amine; 
l-{3-[(2,4-dicMorophen^^ 
c]pyridin-4-amine; 

l.{3.[(2,4-dicMorophenyl)sulfonyl]propyl}-2-cyclopropyto 

imidazo[4,5-c]pyridin-4-amine; 

l-{3-[(2,4-dicMorophenyl)sulfinyl]propyl}-7-methyl-l^ 

l-{3-[(2,4~dicMorophenyl)su^^ 

amine; 

l-{3-[(2,4-dicmorophenyl)sulfinyl]propyl}-2-ethyl-7-me% 
amine; 

1- {3-[(2,4-dicMorophenyl)s^ 
4-amine; 

2- butyl-l-{3-[(2,4-dicMoro^^^ 
amine; 

l-{3-[(2,4-dicMorophenyl)sulfinyl]propyl}-2-ethoxym 
c]pyridin-4-amine; 

l-{3-[(2AdicWarophenyl)sulfinyl]propyl}-2-meto 
c]pyridin-4-amine; 
l-{3-[(2,4-dicMoiophenyl)s^ 
imidazo[4 9 5-c]pyridin-4-amine; 

l-{3-[(2,4-difluorop^ 

1- {3-[(2,4-dffluoiophenyl)to 

2- ethyl-l-{3-[(2,4-dmuorophenyl)tMo]propyl}-7-meth^ 

amine; 
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nine; 

.butyl4-{3-[(2Adifluoiophe n yl)1hio]piopyl}-7.meW 



amine, 
2- 



amine; 



5 2*h«3>iw^ 
c]pyridin-4-amine; 

c]pyridin-4-amine; 

10 c]pyridin-4-amine; 

l-{3-[(2 4^nuorophenyl)sulfonyllptopyl}-7-methyW^ 

H 3-[(2^u^^ 



amine; 
2-el 
15 amine; 



!t hyM-{3-[(2^dmuoroph^^ 
^jine; 

H 3-[(2^difto^^ 

4-amine; 

2-butyl4-{3-[(2^<nfluo^^^ 
amine; 

20 2^oxymemyl-l-{3-[^^ 
c]pyridk-4-amine; 

c]pyridin-4-amine; 

25 mnd^[4,5-c]pyridin-4-ainine; 

H 3-[(2,4-mfluor^^^^ 
amine; 

2 ^yM-{3-[(2,4^u^^^^ 

30 amine; 

H 3-[(2/Wifino^ 
4-amine; 
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amine; . . , TA c 

clpyridin-4-amine; 

c]pyridin4-amine; 

Z^yclcprcpylmc^ 

inudazo[4,5-c]pyridin-4-amine; 

6 7^eflxyl-l-[4-(methylMo)butyl]-lH-iMda2o[4^^ 
10 26J-tri m ethyl4-[4<methylthio)butyl]4i7-iHuto 

6 7 -dimethyl-l-[4-^ 
2*utyl-6,7^1inie^^ 

15 2-methoxye^^ 
2«yclopro P yl^^ 
amine; 

. 6 7-dimethyM-[4<m e fc^^^ 

2 6 7 *iii^-lW^ 
20 2-ettyl-6J-d^^ 

67-dimefcyH-^^ 

2^utyl-6 7-dimetbyl-l -[Mmethylsulfonyl)butyl]-^ 
2 _ethoxymethyW^^^ 

amine; . A 

25 *,nettKKye^^ 

amine; r . . ... 

4-amine; 

6 7^ethyl4-[4-(methylsulfinyl)butyl]4J/-iimdazo[^^ 

30 2 6 7 -trimethyl-l-[4^^^^ 

^yl^dimethyl-l Wme%kulfinyl^ 
6 7^ethyl-l Wm e thylsulfinyl)butyl]-2-propyl-^ 
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2-butyl-6,7-dimemyl-l-[4-(memylsu^ 
2-efooxymethyl-6,7-dimethyl-l-[4-(me^ 

amine; 

2-mewoxyemyl-6J-dimethyl-l-[^ 
amine; 

2-cyclopropylme%l-6,7-dimetoyl-l-[^ 
4-amine; 

6;7-<nmethyl-l-[4-(phenyltMo^ 

2,6,7-trimemyl-l-[4-(phenyl^ 

2-ewyl-6J-<mnethyl-l-[4-(phenyi^ 

6,7-dimefoyl-l-[4-(phenyllmo)b^ 

2-butyl-6J-dimethyl-l-[4-(pheny^ 

2-emoxymemyl-6,7-dimetoyl4-[4-(phenyltmo)butyl]-lH-im 

2-memoxyemyl-6J-dimemyl-l-[4-(phen^ 

2-cyclopropylmethyl-6/7-dimemyL^^^ 

amine; 

6,7-dimemyl-l-[4-(phenylsulfon^ 

2,6 J-trme%l-l -[4-(phenyls^ 

2-e&yl-6J^ethyl-l-[4-(phenylsu^ 

6J-<nmethyl-l-[4Hphenylsulfonyl^^^^ 

2-bntyl-6,7-dimethyl-l-[4-(phenylsulfonyl)butyl]4H-inn^ 

2-efooxymemyl-6/7-dimethyl-l-^ 
amine; 

2-memoxyemyl-6J-dimethyl-l-[4-(ph^ 
amine; 

2-cyclopropytaiethyl-6J-dim^^ 
4-amine; 

6,7-dmetoyl-l-[4-(phenylsu^ 

2,6,74rimemyl-l-[4-(phenylsulfiny^ 

2^myl-6J^ethyl-H4^henylsulfiny^ 

6J-dimemyl-l-[4-(pnenylsiufinyl>^^ 

2-butyl-6,7-dimethyM-[4-(phenyM 
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2-ethoxymethyl-6/7-dimethyl-l^^ 
amine; 

2-memoxyetoyl-6/7-dimemyl-l-[4-^^ 
amine; 

5 2-cyclopropylmemyl-6,7-dimemyl-l^^ 
4-amine; 

6/7-dime&yl-l-[4-(pyrinud^^ 
2,6J-trimemyM-[4-(pyrimidm-2^^ 
2-emyl-6/7-dimemyl-l-[4-(pyrin^^ 
10 6/7-dimemyl-l-[4-(pyrinii<M 

2-butyl-6/7-dimemyl-l-[4-(pyrM^ 

2-emoxymemyl-6J-dimemyl-l-[4-^^ 

4-amine; 

2-methoxyethyl-6J-dimemyl-l-[4-(pyriinidm-2-yl^ 

15 4-amine; 

2-cyclopropylmemyl-6J-(nme&yl-l-^ 

c]pyridin-4-amine; 

6J-dimetoyi-l-[4-(pyrinii<^ 

2,6J-trimemyl-l-[4-(pyrimidm-2-ylsulfonyl)butyl]-lfr 

20 2-emyl-6J-dimemyl-l-[4-(pyrin^^ 
amine; 

6J-dimemyl-l-[4-(pyrimidm-2-ylsulfonyl)butyl]-2-prop^ 
amine; 

2-butyl-6J-dimemyl-l-[4-(pyrinn<mi-2-ylsulfo 

25 amine; 

2-emoxymemyl-6J-dimemyl-l-[4-(py^ 

c]pyridin-4-amine; 

2-memoxyemyl-6/7-dmiemyl-l-[4-(py^ 
eJpyridm-4-amine; 
30 2-cyclopropytaiethyW-dm^ 
c]pyridin-4-amine; 

6J-dimemyl-l-[4-(pyrmiidm-2-ylsulfinyl)butyl> 
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W-trimelbga-H 

2-ethyl-6J-dimethyl-l-[4-(pyrinudifl-2-ylsulfinyl)buty^^ 
amine; 

6,7Kfime&yl4-[4^yrinridii^2-ylsulfiny^ 
5 amine; 

2-butyl-6J^emyl-l-[4-(pyriniidm-2-ylsulmiyl)butyl]-l^ 
amine; 

2-ethoxymemyl-6,7-dimethyl4-[4-(pyrimidm-2-ylsul 

c]pyridin-4-amine; 
10 2-memoxyemyl-6J-dimethyl4-[4-(pyrimidm-2-ylsul^ 

c]pyridin-4-amnie; 

2-cyclopropylmethyl-6J^emyM-[4-(p^ 
c]pyridin-4-amine; 

l-[4^butyltMo)butyl]^7AemyMH-^^ 
15 l-[4-(butyltMo)butyl]-2&7-t^ 

l-[4<butyltbio)butyl]-2-ethyW-^^ 

1- [4-(butyltmo)butyl]^J-dime^ 

2- butyM-[4-(butyltmo)butyl]^/7-^ 
l-[4-(butyltMo)butyl]-2-emoxy^^^ 

20 l-[4-(butyllMo)butyl]-2-met^^ 
l-[4-(butylttoo)butyl]-2-cycl^^^ 
amine; 

l-[4-(butylsulfonyl)butyl]-6/7^e% 
l-[4-(butylsulfonyl)butyl]-2,6J-trimemyl4H-imidazo[4,5 

25 l-[4<butylsulfonyl)butyl]-2^ 

1- [4-(butylsulfonyl)butyl]-6J^ 

2- butyl-l-[4-(butylsulfonyl)bu^ 
l-[4<butyteulfonyl)buty^^ 
amine; 

30 1 ^4^utylsulfonyl)butyl]-2-memoxyethy 1^,7-dimethyl- li?-imidazo[4,5-c]pyridin-4- 
amine; 
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l-[4<butylsu]fonyl^ 
4-amine; 

l-[4-(butylsulfinyl)butyl]A7^ 
l-[4-(butylsulfinyl)butyll-2 > 6J-trimethyl-lff-imidazo 

5 i-[4-(butylsulfinyl)butyl]-2^yW 

1- [4-(butylsulfinyl)buty^6J-^^ 

2- butyM-[4^utylsulfoyl)bu^ 
l_[4^utylsulfinyl)butyl]-2^^ 
amine; 

10 H4<butylsulfinyl)butyl]-2^^ 
amine; 

l-[4-(butylsulfoyl)butyl^ 
amine; 

l_{4-[(2/Mlicmorophenyl)th^^ 
15 l-{4-[(2,4HttcMorophenyl)tto^ 
l-{4-[(2,4-<ncMorophenyl)tMo^^ 
amine; 

l-{4-[(2^&cMorophenyl)tMo^ 
amine; 

20 2-butyl-l-{4-[(2^dicMoropheny^ 
amine; 

l-{4-[(2,4^cmorophenyl)tbio]butyl}-2-emoxymemyl-6J-dimemyl-l^ 

c]pyridin-4-amine; 
l_{4-[(2,4-dicUorophenyl)« 
25 c]pyridm-4-amine; 

l-{4-[(2,4^cMoiophenyi)tMo]b^^^ 
imidazo[4,5^]pyridm^amine; 
l-{4-[(2,4-dicMorophenyl)sul^ 
amine; 

30 i.{4-[(2,4^cWoiophenyl)sufo^^ 
amine; 
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H4-[(2,4^^ 
c]pyridin-4-amine; 

l_{4.[(2,4-mcMorophenyl)sulfony^^^ 
c]pyridin-4- amine; 

2-botyi4-{4-[(2,4-dichloi(^henyl)sulfonyl]butyl}^,7^ 
c]pyridin-4-amine; 

l-{4-[(2Adicmorophemyl)sulfoEyl]butyl}-2-ethoxymethyl-^ 
c]pyridin-4-amiae; 

l-{4-[(2AdicbJorophenyl)sulfonyl]butyl}-2-me&oxyethyl-6,7-d^ 
c]pyridm-4- amine; 

l-{4-[(2,4HUcMorophenyl)sulfonyl]butyl}-2H;ycloptopylmethyl-6,7-to 

imidazo[4,5-c]pyridin-4-amine; 

l-{4-[(2,4^cworophenyl)sulfinyl]b^ 

amine; 

l-{4-[(2,4-dicttoropnenyl)sulfinyq^^^ 
amine; 

l-{4-[(2Adicworophenyl)sulfinyl^ 
4-amine; 

1- {4-[(2,4^cMorophmyl)su^ 
c]pyridin^amine; 

2- butyM-{4-[(2Afcchlorophenyl)su^ 
c]pyridin-4- amine; 
l-{4-[(2,4^cmorophenyl)sul^ 
c]pyridin-4-amine; 
l-{4-[(2>dicMorophenyl)sulf^^ 
c]pyridin-4-amine; 

l-{4-[(2,4^cmorophemyl)sulfinyl]bu^^^ 
imidazo[4,5-c]pyridin^amine; 
l.{4-[(2,4-(nfluorophenyl)^^ 

1- {4-[(2,4Hnfluoroph<myl)^^ 

2- ethyl-l-{4-[(2,4^uorophenyl^^ 
amine; 
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l-{4-[(2,4-difh^^ 
amine; 

24mtyl-l-{4-[(2/Udfflu^^ 
amine; 

5 2-ethoxymethyH-{4-[(2,4-d^ 
c]pyridin-4-amine; 

1- {4-[(2^difluorop^^ 
c]pyriddn-4-amine; 

2- cyclopropylmethyl4-{4-^^ 
1 0 c]pyridin-4-amine; 

l-{4-[(2,4^uorophenyl)s^ 
amine; 

l-{4-[(2,4-dmuoroph^ 
amine; 

15 2-ethyM44-[(2,4-dffl^^ 
c]pyridin-4-amine; 

1- {4-[(2/Wifluoroph^^ 
c]pyridin^-aniine; 

2- butyM-{4-[(2,4-difluo^^ 
20 c]pyridin-4-amine; 

' 2^thoxyme%l4-{4-[(2^d^ 
c]pyridin-4-amine; 
l-{4-[(2,4^uorophenyl)s^ 
c]pyridin-4-amine; 
25 2^yclc^ropylmetiiyl-l-{4^(2A^uorophenyl)sulfo 
imidazo[4,5-c]pyridin-4-amine; 
l-{44(2Adifluorophenyl)su^ 
amine; 

l.{4-[(2,4^fluorophenyl)sulfinyl]butyl}-2,6J-trime%l-lif-im 
30 amine; 

2^yl4-{4-[(2,4^uorophenyl)sulfinyl]butyl}-6J-^ethyl-l* 
4-amine; 
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1- {4-[(2,4^uorophenyl)sulfinyl]bu^ 
c]pyridin-4-amine; 

2- butyM- {4-[(2Admuorophenyl)su^ 
4-amine; 

2-ethoxymethyl4-{4-[(2A^orophenyl)siUfinyl]butyl}-6J-dim^ 

c]pyridin-4-amine; 

l.{4-[(2^<Muorophenyl)sulm^^^^ 

c]pyridin-4-amiiie; 

2-cyclopropylmethyl-l-{4-[(2,4-^^ 
iinidazo[4,5-c]pyridin-4-amine; 

7-me%l4-[4-(me1byllMo)butyl]4H-imidazo[4,5-c3pyridim^ 
2,7^ethyl-l-[4<methyltiuo)butyl]4i/-iiiudazo[4,5-c]pyridm 

2-ethyl-7-me%H-[4-(methylto^^ 
6;7-dimemyi-l-[4<methylt^ 
2-butyl-7HmethyHWmemylth^^ 
2-etnoxymemyl-7-memyl-l-[4-(memylt^^ 

2-methoxyethyl-7-methyl4-[4-(me%ltbio)butyl]4i?-imidazo[4,5-c]pyri 

2-cyclopropytaethyl-7-me1hyMW 

amine; 

7-methyl4-[4-(methylsulfonyl)butyl]4H-imidazo[4,5-c]pyri 

2J-dimethyl-l-[4-(methybulfon^ 

2-ethyl-7-methyl-l-[4^methyls^^ 

7-me%l-l-[4^methylsito 

2-butyl-7-methyl-l-[4<methylsulfonyl)butyl]-l^ 

2-emoxymethyl-7-methyM-[4-(methyl^^ 

2-methoxyethyl-7-methyl4-[4-(methylsulfonyl)butyl]-l/f-iimto 

2n;yclopropylmethyl-7-memyl-H^ 
amine; 

7-methyM-[4<methylsulfinyl)buty^ 
2,7^emyl4-[4-(methyisulfinyl)butyl]4H-inuda2»[4,5^ 
2^myl-7-memyl-l-[4<metoylsulfiny^^^^ 
7-methyM-[4<methylsulmiyI)bu^ 
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2-butyl-7-methyl-l-[4-(^^ 

2-^xymefhyl-7-memyM-[4<me1iiyl^^ 

2-methoxye%l-7-methyl4-[4-(methylsulfinyl)butyl]4H-inudazo[4^ 

2-cyclopropylmethyl-7-methyl-l-[4-(methylsulfinyl)butyl]-li7-im 

5 amine; 

7-memyM-[4-(phenyltmo)butylH#-^^ 

2,7KiimetayM-[4-(pheny^ 
2-ethyl-7-memyM-[4-(phenyltmo)b^ 
7-methyl4-[4-(phenyllMo)butyl]-2-propyl4H-iinidazo[4,5-c]pyri 
10 2-butyl-7-methyl- l-[4-(phenyltMo)butyl]-l/f-iinidazo[4,5^]pyridin^-amme; 
2^moxymethyl-7<ne%M-[4-(phenyl^ 
2-methoxyethyl-7-methyl-l-[4-(phenyltMo)butyl]4^-iinidazo[4,5^^ 
2-cyclopropylmethyl-7-methyl-l-[4-(phenylthio)butyl]-lH-inu^ 

amine; 

15 7-memyl4-[4-(phenylsnlfonyl)butyl]4F-imidazo[4,5-c]pyri 

2J-dhmethyM-[4-(phenyls^onyl)b^ 

2-ethyl-7-memyM-[4-(phenylsulfo^^ 

7-memyl4-[4-(phenylsulfonyl)buty^^^ 

2-butyl-7-memyM-[4^henylsuto^ 
20 2-ethoxymethyl-7-memyM-[4^henyls^ 

2-memoxyemyl-7-memyl4-[4-(phenylsulfonyl)butyl]4H-inndazo[4^ 

2^yclopropylmethyl-7-memyM-[4^^ 
amine; - 

7-memyM-[4-(phenylsulfinyl)bu^ 
25 2;7^ethyM-[4-(phenylsulfinyl)bu^^ 
2^thyl-7<nemyM-[4^henylsulfinyl^ 
7-memyM-[4^henylsulfoyl)butyl]-2-^^^ 
2-butyl-7-memyl4-[4^henylsulfinyl)butyl]-lif-imidazo[4,5-c]pyri 

2^moxymemyi-7-memyl4-[4Kphenylsulfinyl)butyl]4i/-indda^ 
30 2-methoxyethyl-7-metnyM-[4<ph^ 

2^yclopiopylmethyl-7-methyM-[4-(p^^ 
amine; 
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7-methyl-H4-(pyrimid^ 
2/7-<nmerayl-l-[4-(pyrinri^^ 
2-emyl-7-memyl-l-[4-(pyrinii^ 
7-methyl4-[4-(pyriirudin-2-yltMo)butyl]-2-propyl-l^-M 

5 2-butyl-7-memyl-l-[4-(pyrinri^^ 

2-emoxymemyl-7-memyl-l-[4-(py^^ 
amine; 

2-methoxyethyl-7-me%l-l-[4^^ 
amine; 

10 2-cycIopropylmemyl-7-memyl-l-[^ 
4-amine; 

7-memyl-l-[4-(pyriniidm-2-yto^^ 

2/7-dimerayl-l-[4-(pyrmndm-2-yl^ 

2-ethyl-7-memyl-l-[4-<pyrimidm-2-ylsulfonyl)bu^ 

15 7-memyl-l-[4-(pyriinidm-2-yls^^ 
amine; 

2-butyl-7-metoyl-l-[4-(pyrinii<^^ 

2-emoxymemyl-7-memyl-l-[4-(p^ 

4-amine; 

20 2-methoxyethyl-7-memyl-l^ 
4-amine; 

2-cyclopropylmemyl-7-me&yM-[4-(py^^ 
c]pyridin-4-amine; 

7-memyl-l-[4-(pyrinndm-2-yIsulfinyl)butyl]-lH-im 
25 2J-dimemyi-l-[4-(pyrinndin-2-ylsulfinyl)butyl]-lH-i^ 
2-emyl-7-memyl-l-[4-(pyrimidm-2-ylsulfinyl)butyl]-l& 
7-memyl-l-[4-(pyrinudm-2-ylsulfinyl)butyl]-2-propyl-l^ 
2-butyl-7-mefoyl-l-[4-(pyrinu^ 
2-efooxymetoyl-7-memyl-l-[4-fr^ 

30 4-amine; 

2-metooxyefoyl-7-metoyl-l-[4-(pyrM^ 

4-amine; 
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2^cyclopropyta^^ 
c]pyridin-4- amine; 
l-[4-(butyltMo)butyl]-7-me^ 

l-[4-(butyltmo)butylW 
5 i-[4<butyltmo)butyl]-2-e^ 

1- [4-(butyltmo)butyl]-7<ne^ 

2- butyl4-[4-(butyltMo)butyl]-7-methyl4H-imidazo[4,5^]pyri 

l-[4-(butyllMo)butyl]-2-ethoxymethyl-7-methyl4H-inu 

l-[4-(butyltwo)butyl]-2-^^^ 
10 l-[4-(butylthio)butyl]-2^yclopropyImethyl-7-methyl-l^-^ 

l-[4-(butylsulfonyl)bu^ 
l-[4-(butylsulfonyl)b^^ 
l-[4-(butylsulfonyl)butyl]-2^ 
l-[4-(butylsulfonyl)b^^ 
15 2-butyM-[4^utylsulfonyl^ 
l-[4-(butylsulfonyl^ 
H 4_(butylsulfonylW 

l-[4<butylsulfonyl)butyl]-2^yclopropylmethyl-7-methyl4^ 
amine; 

20 l-[4^utylsulfmyl)bu^ 
l-[4<butylsulfinyl)bu^^^ 
l-[4-(butylsulfmyl)bu^ 

1- [4-(butylsulfinyl)b^ 

2- butyl4-[4-(butybulfinyl)butyl]-7-methyl4ff-inndazo[4,5-c]pyri 

25 i-[4^bat3tonlfiiiy0btrt^ 
l-[4-(butylsulfinyl)b^ 
amine; 

l-[4<butylsulfmyl^ 
amine; 

30 l-{4-[(2,4^cbJorophenyl^ 
l.{4-[(2,4^clilorophe^^ 
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l-{4-[(2,4^cMorophenyl)th^ 
amine; 

l_{4.[(2,4HfccWorophenyl)^ 
amine; 

5 2-butyl-l-{4-[(2Adicmorophenyl)tMo]butyl}-7-methyl-l/f-ranto 
amine; 

l_{4-[(2,4^cMorophenyl)tMo^ 
cjpyridin^amine; 

l-{4-[(2Adicmorophenyl)tmo]butyl}-2-methoxye1hyl-7-methyl4H-M 

10 c]pyridm^-amine; 

1- {4-[(2A<ncMorophenyl)tMo] 
c]pyri<nn^-amine; 

l_{4.[(2,4-dicMorophenyl)sulfonyl]butyl}-7-me%l-lH-inndazo[4,5^ 

l-{4-[(2,4-dicMorophenyl)sul^ 

IS amine; 

l-{4-[(2,4^cMorophenyl)sulfony^ 

amine; 

l_{4-[(2,4-dicMorophenyl)sul^ 
4-amine; 

20 2-butyM-{4-[(2,4^cMorophm 
amine; 

l-{4-[(2,4-dicMorophenyl)sulfon^^ 
c]pyridm^amine; 

l-{4-[(2/WicMorophenyl)sulfonylfr^^ 
25 c]pyridin-4-amine; 

l-{4-[(2,4^cMorophenyl)sulfbnyl]b^ 
imida2o[4,5^]pyridm-4-ainine; 

l_{4.[(2,4-<UcMorophenyl)sul^ 
l_{4-[(2,4-(HcMorophenyl)su^ 

30 amine; 

l_{4_[(2,4-dicMorophenyl)sulfiny^^^^ 

amine; 
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l_{4-[(2,4-<ttcmoro^^ 
amine; 

2-biityM-{4-[(2,4^ 
amine; 

5 i-{4-[(2,4-dicWorophenyl)sidfinyl3butyl}-2-ethoxyme%^^ 
c]pyridin-4-amine; 
l-{4-[(2,4-dicMoropheny^ 
c]pyridin-4-amine; 

l-{4-[(2,4^c^oTopheayl)svilfinyl]bu^ 
10 c]pyridin-4-amine; 
l-{4-[(2,4-difluo^ 

1- {4-[(2,4^uorophenyl)to^ 

2- ethyl4-{4-[(2A^uoropheny^ 
amine; 

15 l-{4-[(2^dmuorophenyl)tto^^ 
amine; 

2-butyM-{4-[(2,4-(Muorophenyty^ 
amine; 

2«ethoxymethyM-{4^(2,4^uoro^^ 
20 c]pyridin-4- amine; 

1- {4-[(2,4^uorophenyl)tMo^^^^ 
c]pyridin«4-amine; 

2^yciopropylmethyl4-{4-[(2,4.difluorophenyl)thi^ 
c]pyridin-4-amine; 
25 l-{4-[(2,4^Muorophenyl)sulfonyi]butyl}-7-^^ 
l.{4-[(2,4^uorophenyl)sulfonyl]butyl}-2,7-dm 
amine; 

2- ethyM-{4-[(2,4-dm^ 
amine; 

30 i-{4-[(2,4-difluorophenyl)sulfonyi]butyi}-7-m^ 
amine; 
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2-butyl-HH(2,^ 

amine; . 

c]pyridin-4-amine; 
5 HKftjtfft^ 
c]pyridin-4-amine; 

imidazo[4,5-c]pyridin-4-amine; 

amine; 
amine; 

15 2-butyl4-{4-[(2,4^fluorophenyl)sulfeyl]butyl}-7-me^ 
amine; 

2^xymethyl-M^^ 
c]pyridin-4-amine; 

20 c]pyridin-4-a3nine; 

2-cyclopropylme^ 

c]pyridin-4-amine; 

6J^ethyW-[5-(methyltoo^^ 

^TWahyl-l-^methyltfc^^ 
25 2-ethyW-dime&yHWmeth y ltMo)pentyl^ 

2^ W ^eihyH-[5<m^^^ 
2^oxymethyl-6^^^ 



amine; 

30 2-melhoxyetfayW^^ 



amine; 
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2-cyclopiopylme^ 
amine; 

6/7-dime%M-[5<memylsulfony^ 
2,6J-tihnemyM-[5-(metoylsulfo^^ 
5 2^myl-6J^iimemyM-[5-(memyM^ 
6J-dime%U-[5<memylsulfonyl)penty^^^ 
2-butyl-6;7^ethyU-[5-(me^ 
2-emoxymethyl-6J-<IimemyM-[5-(me^^ 

amine; 

10 2-memoxyethyl-6J-dimemyM-[5<memyto^^ 
amine; 

2-cyctopropylmemyl-6J-dimemyM-[5<m^ 
c]pyridin-4- amine; 

6J-dimemyM-[S<memylsulfinyl)pe^ 
1 5 2,6 J-trimethyl-l-[5Kme1hylsulfmyl)pentyl]4F-inudaz^ 
2-e%l-6J-dimemyM-[5<methykul^ 
6/7HnmetoyM-[5-(memylsulfinyl)pen^ 
24ratyW-<iimethyM-[5-(memyk^ 
2-ethoxymetoyl-6,7-dmethyM-[5<m^ 

20 amine; 

2-memoxye1hyl-6 > 7^e%M-[5-(mewylsu^ 

amine; 

2^yclopropytaethyl-6J-dimemy^ 
c]pyri(lin-4-amine; 
25 6,7-<limethyl-l-[5<phenylthio)pentyl]-lH-inndazo[4,5-c]py^ 

2,6J4rimemyM-[S^henylthio)pen^ 
2^yW-dimethyM-[5^heny^^ 
6J-4miemyl4-[5-(phenyltho)pen^ 
24mtyl-6/7^emyl4-[5-(phenyltm^ 
30 2^oxyme%l^ > 7^emyl4-[5^henyltmo)pentyl]4ff-imidazo[4,^ 

amine; 
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amine; 

2*ycloim>pytaetoyW 
amine; 

5 6J^etoyM45-(phenylsulfonyl)p^ 
2,6J-trtaemyM-[5-(phenyl^^ 

2^myW-dimethyl-l-[5-(phenylsulfonyl)pentyl]41f-imito 

6/7^emyl4-[5<phenylsulfonyl)pe^^^^ 
2-butyl-6J^e1hyl4-[5<phenylsulfonyl)pentyl]4H-imid 
10 2-ethoxymethyl-6J-dimethyl4-[5-(phenylsulfonyl)pentyl]-^ 

amine; 

2-methoxyethyW^etoyM45^a^ 
amine; 

2-cyclopropylmemyl-6J4imemyU^ 

15 c]pyridm-4-amine; 

6/7^emyM-[5-(phenylsulfinyl)pentyg^^ 
2,6J-trimethyl4-[5-(pheaylsulfinyl)pentyl]4if-miidazo[4,5-c]pyrid^ 

2-emyl-6J4imethyM-[5-(phenylsu^ 
6J^ethyl4-[5-(phenylsulfinyl)pentyl]-2-propyl4H-iniito 

20 2-tatyW-diiMtti^ 

2-emoxymemyl-6J-dhnemyl4-[5Kphenylsulfinyl)pentyl]4ff-inTid^ 

amine; 

2-methoxyemyl-6/7^emyU^ 
amine; 

25 2^yclopropylmemyl-6jHiime^ 
c]pyridm-4-amine; 

6^Hmnemyl4-[5-(pyriimdm-2-yltmo)pentyl34H-im 
2,6J-trmefoyM-[5-(pyrinu^ 

2-emyl^,7^emyl4.[5-(pyrimidm-2-yltMo)pentyl]-lH-^ 
30 6,7^efliyl4-[5^pyrimidm-2-yKhio)pentyl]-2-pi^ 
amine; 

2-butyW^e%H-[5^yrMdm-2^ 
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4-amine; - . 

4-amine; 

c]pyridin4-amine; 

6 T-dimethyM-tS-Cpyrunidm-^ylsulfonyl)?^ 
267-trin^yH.[5^yrinudin.2.ylsutf^^ 

2-efcyW^ethy^^ 
10 amine; . . 

e^ethyl-HS-^^ 
amine; 



amine; 

c]pyridin-4-amine; 
2-methoxyethyW^^^ 
c]pyridin-4- amine; 
2«yclopropylme^ 
20 c]pyridin-4-amine; 

6 T-dimethyH-lS-Cpy^^^ 

^yW-dimell^^ 

amine; . 
25 6^ethyU-[5-(pyri^^ 

amine; 

2. W l^iim^^ 
amine; 

2-ethoxymdhyW^ 

30 c]pyridia-4-amine; 

2- m efcoxyethy^^^ 
c]pyridin-4-amine; 
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c]pyridin-4- amine; 
l-[5-(butyltMo)pentyl]-6/7-^^ 

1- [5-(butyltmo)pentyl]-2&7-^^ 
5 i-[ 5 <butyltmo)pentyl]-2^ 

H5-(butyltmo)pentylJ-6J-dto^^ 

2- butyM-[5-(butyltMo)p^ 
l.[5<butyltmo)pentyl]-2^^ 
l-[5-(butyltoo)pmtyl]-2-m^^^ 

10 l-[5<butyltoo)pentyl]-2«ycto^^ 
amine; 

l-[5-(butylsulfonyl)p^^^ 
l-[5-(butylsulfonyl)p^^^^ 
l-[5-(butylsulfonyl)penty^^^^^ 
15 l-[5Kbutylsulfonyl)pe^ 

24>utyM-[5<butylsulfonyto^^ 

l-[5^utylsulfonyl)pentyl]-2-e^^^ 

amine; 

l-[5<butylsulfonyl)p^^ 
20 amine; 

HS^utylsulfonyl*^^ 
4-amine; 

l-[5<butylsulfoyl)pentyl]-6J-^^ 
l-[5Kbutylsulfinyl)pmty^ 
25 l-[5<butylsulfmyl)pentyl^^ 

1- [5-(butylsul^yl)pentylW 

2- butyl-l-[5-(butylsulfinyl)penty^^^^^ 

l-[5-(butylsulfinyl)p^^^ 
amine; 

30 l-[5<butylsulfinyl)pentyl]-2<ne^^^ 
amine; 
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l-[5^utylsulfinyl)pentyl]-2^ 
4-amine; 

l-{5-[(2,4-dicMorophenyl)tao]pen^^ 
l-{5-[(2,4^cmorophenyl)tMo]pentyl}-2,6,7-trimemyl-lF-im^ 

5 amine; 

l_{5.[(2,4-dicMorophenyl)tMo]pen^^ 

amine; 

l-{5-[(2/Wichloiopheay9t^ 
4-amine; 

10 2-butyl-l-{5-[(2,4-dicMorophenyl)lWo]pentyl}-6,7-dimemyl-l^ 
amine; 

l-{5-[(2A<KcMorophenyl)thio]penttf^^ 
c]pyridm^amme; 

l-{5-[(2Adichlorophenyl)thio]pen^ 

15 c]pyridin-4-amine; 

l-{5-[(2,4-dicWorophenyl)tMo]pentyl}-2-cyclopropylmemyl-6J-dto 

inudazo[4,5-c]pyridin-4-amine; 

l-{5-[(2,4-dicMoropheny0sulfonyl]penty^^^ 

amine, 

20 l-{54(2,4^cMorophenyl)s^ 
amine; 

l-{5-[(2,4^cMorophenyl)sul^ 
c]pyridin-4-amine; 

1- {5-[(2,4^chloropheny0 
25 c]pyridin-4-amine; 

2- butyl-l-{5-[(2,4-dicWor^^^ 
c]pyridin-4-amine; 

l-{5^[(2,4^cMorophenyl)sulfonyl]pentyl}-2-eth^ 
imidazo[4,5-c]pyridin^amine; 
30 l- {5-[(2,4^cMorophenyl)suI^ 
irddazo[4,5-c]pyridin^amine; 
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l-{5-[(2,4^cttorophenyl)sulfonyl]pen^ 
imidazo[4,5-c]pyridin-4- amine; 
l-{5-[(2,4-<ttcMorophenyl)su^ 
amine; 

5 l-{5-[(2,4^cMorophenyl)sulftiyl]pen^ 
amine; 

l-{5-[(2,4-dicMorophenyl)sul^ 
c]pyridin-4-amine; 

1- {5^(2/UncMorophenyl)sulmiylfr^ 
10 c]pyridm-4-amine; 

2- butyM-{5-[(2A^cmorophenyl) 
c]pyridin-4-amine; 

l-{5-[(2/MicMorophenyl)sulfiny%^ 
c]pyridin-4-amine; 
15 l-{5-[(2,4-dicWorophenyl)su]^ 
c]pyridin-4-amine; 

l.{5-[(2,4-dicMorophenyl)suffinyl]pen^ 
imidazo[4,5-c]pyridm^amine; 

1- {5-[(2^difluorophenyl)thioft 

20 i-{5-[(2,4^uorophenyl)tmo]penty^^^ 
amine; 

2- ethyl4-{5-[(2Am^uorophenyl)tMofr^ 
amine; 

1- {5-[(2/Wifluoiuphenyl)tmofo^ 

25 4-amine; 

2- butyl-l-{5-[(2,4-difluQrophen^^ 

amine; 

2-emoxymemyl-l-{5-[(2,4^uorop^ 
c]pyri<nn^amine; 
30 l-{5-[(2,4^flu0iophenyl)tmo]p^ 
c]pyridin-4-amine; 
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2^yclopr^ 
ixmdazo^jS-clpyridin^ainiiie; 

amine; 
5 l-{5-[(2,4-di^ 
amine; 

c]pyridin-4-amine; 

1- {5-[(2/Wmuorop^ 
10 c]pyridin-4-amine; 

c]pyridin-4-amine; 

2^thoxyme&yl4-{5-[(2,4-dmuoroph 
imidazo[4,5^]pyridin-4-aniine; 
15 l.{5-[(2A*fluorophenyl)sulfonyl]pentyl}-2-^ 
Mdazo[4,5-c]pyridin-4-ainine; 

2- cyclopropylme^^ 
imidazo[4,5-c]pyridin-4-amine; 
l-{54(2,4^uorophenyl)sulfinyl]pentyl}«6,7-^^ 

20 amine; 

1- {5-[(2,4-dffluorop^ 
amine; 

2- ethyl4-{5-[(2A<fcfluorophenyl)s^ 

c]pyridin-4-amine; 
25 l-{5-[(2,4-difluorophenyl)sulfinyl]pentyl}^,7^ethyl-2-prop^ 

c]pyridin-4-amine; 
2-butyl4-{5-[(2,4^uorophe^ 

c]pyridin-4- amine; 

2^thoxymethyl4.{5-[(2,4^uorophenyl)sulfinyl]pentyl}-6J 

30 c]pyridin-4-amine; 

l-{4-[(2,4^uorophenyl)si^ 
c]pyridin-4-amine; 
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2-cyclopropylmethyM- {5-[(2^^ 

imidazo [4,5-c]pyridm-4-amine; 

7-metoyM-[4<memyltmo)pentylHtf™ 

2J-(fcmethyM-[5<merayltbio)penty^ 

2-e%l-7-methyl4-[5-(methylthio)pentyl]-lH-imidazo[4,5-c]pyri 

6,7^ethyM-[5-(metoylthio)pmtyl]-2-^^ 

2-butyl-7-me%M-[5<methyl^ 

2-etooxymemyl-7-memyM-[5<memylthio)p^ 

2-methoxyemyl-7-memyM-[5<memyM^ 

2^yclopropylmemyl-7-memyH-[5<memy^^ 

amine j 

7-methyl-l-[5KmethylsuIfon^^^ 
2/7-dimetayM-[5<memylsulfo^^ 
2^toyl-7-memyM-[5Kmemylsulfony^ 
7-methyl-l-[5^methylsulfonyl)peaityl]-2-propyl-lH-iiiddazo 

24mtyl-7-memyM-[5-(memylsulfonyl^ 

2-ethoxymethyl-7-methyl4-[5<m^ 

amine; 

2-methoxyethyl-7-me1hyl4-[5Kme%lsiilfonyl)pentyl]^ 
amine; 

2-cyclopropylmemyl-7-methyM-[5-(me^ 
amine; 

7-memyM-[5^memylsulfinyl)penty^ 

2;7-dimemyM-[5<methylsulfinyl)pe^ 

2^thyl-7-me1hyl-l-[5<methylsidfinyl)pentyl]-lJ¥-imida2»[4,5^ 

7-methyM-[5-(memylsulfiiyl)pOT^ 
2-butyl-7-memyM-[5Kmethylsulfo^ 
2^moxymethyl-7-memyM-[5Kmeraylsu^ 
amine; 

2-methoxyethyl-7-memyM<5<methyls^^ 
amine; 
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2^yclopropytaethyl-7-me^ 
amine; 

7Mne%M-[5-(phenyltlno)pentylH^^ 
2J^ethyl4-[4^henylthio)pentyl]4H-imidazo[4,5-c]pyrito 

5 2^myl-7-memyM-[5-(phenyltmo)pen^^ 

7-memyM-[5-(phenyltmo)pentyl]-^^^^ 

2-butyl-7-methyl-l-[5^heny» 

2^moxyme%l-7-memyl-l-[5-(phenyltm^^ 

2-memoxyemyl-7-memyl-l-[5^henyltm^^^^ 
10 2^yclopropyImethyl-7-memyM-[5-^ 

amine; 

7-me%M-[5-(phenybulfonyl)^ 
2J^emyM-[5-(phenylsulfonyl)pen^ 
2^yl-7-memyl-l-[5-(phenylsulfon^ 
15 7-memyM<5-(phenylsulfonyl)pentyl^^ 
2-butyl-7-memyl-l-[5-(phenylsulf^^^ 
2^moxymethyl-7-memyl-l-[5-(phenyls^^ 
amine; 

2-meAoxyethyl-7-methyl-l-[5-(phenylsulfonyl)pentyl]-lif-inndazo 
20 amine; 

2^yclopropylmethyl-7-memyl4-[5^henylsulfonyl)pentyl]-lH-M 
amine; 

7<netoyl4-[5-(phenylsulfinyl)pentylHff^^ 
2J-dimetoyM-[5-(phenykulfinyl)pen^^ 
25 2-emyl-7-memyl-l45-(phenylsulmiyl)pentyl]-lH-inndazo[4,5-c]py^ 

7<nemyM-[5-(phenylsuMnyl)pent^^ 

24>utyl-7-me1hyM-[5^henylsul^ 

2^oxymemyl-7-memyl-l-[5^henyls^ 

amin e; 

30 2-memoxyemyl-7-metoyI-l-[5^henybu^ 
amine; 
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2-cyclopropylm^ 
amine; 

7-memyM45<pyrinudm-2-yitM^^ 
2J-dmiefoyU-[5-(pyrimid^ 
5 2-ethyl-7-memyl-l-[5-(pyrmiidm-2-yltmo)pmtyl]4H-iim 
7-memyl-l-[5-(pyrimidm-2-yltMote^^ 

2-butyl-7-methyM-[5-(pyrM^ 
2-ethoxymethyl-7-methyl-l-[5-(pyrimidm-2-yltMo)p 

amine; 

10 2-methoxyethyl-7-m^yl-l-[5^yrimidm-2-yltMo)pattyl> 
amine; 

2^yclopropyImemyl-7-memyM-[5-(py^ 
c]pyridm4-amine; 

7-memyl4-[5-(pyrmiidm-2-ylsulfonyl)pentyl]4H-M 

15 2/7-dime1hyl-l-[5-(pyrinud^^ 

2-etoyl-7-memyl-l-[5-(pyrimidm-2^^ 

7-metoyM-[5-(pyriniidk-2-yl^^ 

amine; 

2-butyl-7-memyl-l-[5-(pyrimidm-2-ylsulfonyl)pentyl]4H^ 
20 2-efooxymemyl-7-metoyl-l-[5-(pyrinn^ 
4-amine; 

2-memoxyemyl-7-memyl-l-[5-(pyrM^ 
4-amine; 

2-cyclopiopylmemyl-7-memyl-l-[5-(pyrmiidm-2-ylsulfo 

25 c]pyridin-4-amine; 

7-memyl4-[5-(pyrimidm-2-ylsulfinyl)pentyl]4ff-iinito 

2J-dimemyl4-[5-(pyrimiQm-2-ylsulfiiiyl)pentyl]-m 

2-efoyl-7<nemyl-l-[5^yrinrid^ 

7-memyM-[5-(pyrinridm-2-ylsul^ 

30 amine; 

2-butyl-7-me1hyl-l-[5-(pyrinn<nn-2-ylsulfinyi)p^ 
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4-ainine; - 
4-amine; 

c]pyridin-4- amine; 

H 5<butyltmo)pentylH^^^ 

H 5<butyltmo)p e n^^ 

1- [5<butylthio)^^^ 
10 H 5<butyltfco»^^^^ 

2- butyM-[5-(butyl^^ 
H 5<butyltmo^^ 

145-(butylfhio)pentyl]-2.methoxyethyl-7-methyl-lM 

H5< butyl^^^ 
15 HS^butylsul^^ 

H 5<butylsulfony^^^^ 

1- [5-(butylsulfonyl)p e ntyl]-7-methyl-2-piopyl-lH^ 

2- butyM-[5-(butylsulfonyl)pent y l]-7-methyl4H-im^^ 



amine; 



25 



30 



H 5-(butylsul^^^^^ 
H 5-(butylsul^^ 
H 5Kbutylsn]f^^ 
H 5<butylsulfmy^^^^^ 

2-butyl-l-[5-(butylsulfinyl)p e Btyl]-7-me%HF^ 

^-(butyls*^^^ 
H 5-(butylsu^^ 



amine; 
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HS^butylsulfhyl)?^^ 
4-amine; 

l-{5-[(2,4^cMorophenyl)thio]p^^^ 
l-{5-[(2/Micworophenyl)t^^ 
5 i-{54(2,4^cMo ro phenyl)^ 
amine; 

1- {5-[(2AdicMoiophenyl)thio]pentyl}-7-methyl-2.propyl-lH-^ 
amine; 

2- butyl4-{5^(2,4-dicmorophenyl)tMo]pentyl}-7-memyl-lH-iim^ 

10 amine; 

l-{54(2,4^cMorophenyl)th^^ 

c]pyridin-4- amine; 

l-{5-[(2^dicMorophenyl)tMo]penty^ 
c]pyridm^-amine; 

15 l-{5-[(2,4^cWorophenyl)tMo]pentyl}-2^yclopropymiemyl-7-me% 

c]pyridin-4-amine; 
l-{5-[(2>dicMorophenyl)sul^ 
l-{5-[(2,4^cMorophenyl)^ 
amine; 

20 l-{5-[(2/WicMorophenyl)su^ 
amine; 

1- {5-[(2,4HiicMorophenyl)su^^ 
4-amine; 

2- butyl4-{5-[(2,4-dicmorophenyl)sulfonyl]pentyl}-7-memyl4i?-im 

25 amine; 

l-{5-[(2,4-dicMorophenyl^ 

c]pyridin-4-amine; 

l-{5-[(2A<ncMorophenyl)s^^^ 

cjpyridm^amine; 
30 l-{5-[(2,4wiicMarop^ 

iimdazo[4,5-c]pyridm^amine; 

l-{5-[(2,4-dicMorophenyl)sulfinyl^^ 
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l-{5-[(2,4^cMorophenyl)sulfiny%^ 
amine; 

1- {5-[(2,4HMcMorophenyl)sulfoylfr^ 
amine; 

5 l-{5-[(2Adicttorophenyl)sulfinyl]p^ 
4-amine; 

2- butyl-l-{5-[(2^dichlorophenyl)sulfinyl]pentyl}-7-methyl-li/-irm 
amine; 

l-{5-[(2A<KcMorophenyl)sulfinyl^ 
10 c]pyridin-4-amine; 

l-{5-[(2,4^cMorophenyl)sulfinylfr^^ 
c]pyridin-4- amine; 

l-{5-[(2,4^cmorophenyl)sulfcyl]pentyl}-2-cyclopropylmemyl-7-memyl-lH- 

imidazo[4,5-c]pyridm-4-amine; 
1 5 1- {5-[(2,4-difluorophenyl)thio]pentyl} -6-memyl-liy-imidazo[4,5-c]pyri<lm4-amme; 

1- {5-[(2,4^fluorophmyl)ttoo]penty^^^ 

2- etoyM-{5-[(2,4^uorophenyl)tmo]pen^ 
amine; 

1- {5-[(2,4^fluorophenyl)too]penty^^ 
20 amine; 

2- butyl4-{5-[(2,4-<Muorophenyl)lMo]pentyl}-7-memyl-lff-imidazo[4^ 
amine; 

2-ethoxymethyl-l - {5-[(2,4-difluorophenyl)tmo]penty^^^ 
c]pyridin-4-amine; 
25 l-{5-[(2^dffluorophenyl)tmo]pentyl}-2^^ 
cJpyridin-4-amine; 

2^yclopropylmemyl-l-{5-[(2Adffl™^ 
c]pyridin-4-amine; 

l-{5-[(2,4^fluorophenyl)sulfonyl]pen^ 
30 i-{5-[(2/l^Muorophenyl)sulfony^ 
amine; 
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2-ethyM-{54(2Adifluorophenyl)^^ 
amine; 

l-{5-[(2,4-difluorophenyl)sulfonyl]pen^ 
4-amine; 

5 2-butyl-l-{5-[(2AdMuorophenyl)sul^ 
amine; 

2^thoxymetayl-l-{5-[(2,4^fluoro 
c]pyridin-4-amine; 

l-{5-[(2A^uorophenyl)sulfonyl]p^ 
10 c]pyridm-4-amine; 

2^yclopropytaetoyl4-{5-[(2,4^M^^ 
imidazo[4,5-c]pyridm-4-amine; 
l-{5-[(2Adifluorophenyl)sul^ 
l-{5-[(2,4-mfluorophmyl)sul^ 

15 amine; 

2^yl-l-{5-[(2,4^uorophenyl)sulfo^ 

amine; 

1- {5-[(2,4-mfiuorophenyl)sul^^ 
4-amine; 

20 24ratyW-{5^(2,4-difh^ 
amine; 

2- emoxymemyl4-{5-[(2,4-dfluorophenyl)sulfinyl]pentyl}-7-memyl-lff-m^ 

c]pyridin-4- amine; 

1- {5-[(2,4-difluorophenyl)sulfin^ 

25 c]pyridin-4-amine; 

2- cyclopropylmemyl4-{5-[(2,4^uorophenyl)sulfinyl]pentyl}-7-memyl4fr 

imidazo[4,5-c]pyridm-4-airrine; 
6-memyl-2-propyl-l-[2<3-pyrimidm-2-ylpropoxy)emyl] 

amine j 

30 jV42-[2^4-amino-7-i^^ 

yl)eflioxy]e&yl}methanesulfoiiaiiiide; 



127 



WO 03/103584 



PCTVUS03/17659 



i\T-{2-[2-(4-ammo-7^ 

chlorobenzamide; 

{2-[2<4-ammo-7-mto^^ 

cyclohexylurea; 
5 W-{2-[2<4-amino-74iex4-^ 

chlorobenzamide; 

J\M2-[2-(4-amino-74iex-l-^^ 

AP-cyclohexylurea; 

N-{2-[2-(4-amino-74iexyl-2-^^^ 
10 chlorobenzamide; 

N- {2-[2-(4-ammo-7-hex^^ 

cyclohexylurea; 

JV42-[2 r (4/7-<ttamino-2-pro^^ 

yl)ethoxy]ethyl}methanesulfonamide; 
15 N-{2-[2^4jHiiamino-2-propyM 

chlorobenzamide; 
. N- {2-[2-(4 ,7^amino-2-propyl-li/-i^^ 

cyclohexylurea; 

JN^2-[2-(4-amino-7-methylamm^ 
20 yl)ethoxy]ethyl}methanesulfonamide; 

JH2-[2-(4-amino-7-methylamm^ 

4-chlorobenzamide; 

N- {2-[2-(4-amino-7-methylam^ 

N-cycIohexylurea; 
25 N- {2-[2-(4-amino-7-ethylamin^ 

yl)ethoxy]ethyl}methanesulfonamide; 

#-{2-[2-(4-ammo-7-^ 

chlorobenzamide; 

^2-[2K4-amino-7-ethyh^ 
30 N-cyclohexylurea; 

JV42-[2-(4-amino-7-dime^ 

yl)ethoxy]ethyl}meflianesulfonamide; 
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W-{2-[2<4-ainino-7-dim^ 
yl)ethoxy]ethyl}-4-chlorobenzamide; 
J\T-{2-[2<4-amino-7-dime^^ 
yl)ethoxy]ettiyl}-iV ? -cyclohexylurea; 
5 AT-{2-[2<4-amino-7-diethylam^ 
yl)ethoxy]etiiyl}methanesulfoBainide; 

JH242<4-animo-7-^ 

4-chlorobenzamide; 

j\r-{2-[2^4-amino-7-diefo^^ 
10 JV-cyclohexylurea; 

6J-dime%l-2-ethox^ 

iiiu(ia2o[4,5~c]pyridin^amiiie; 

4-{[3-(4-amino-6J-dimethyl^ 

butylbenzamide; 
15 4-{[3^4-ammo-6J-c^ 

butyl-JV-methylbenzamide; 

#-{2-[2K4-amko-2-et^^^ 

benzoylurea; 

142<2-aminoethoxy)ethyl]-6-cWoro-7-methyl-2-pro^ 

20 amine; 

A42-[2<4-aimno-6-cUoro-7-m^ 

yl)ethoxy]ethyl}benzamide; 

Aq2-[2<4-amino-2-ethyl-6J^eto^^^ 

benzenesulfonylurea; 
25 l-{2^2<4-amino-2-ethyl-6/7-dim^ 

yl)etiioxy]etiiyl}pyrroIidin-2-one; 

2^thoxymethyl-6J-dimeft^^^ 

c]pyridin-4-amine; 

2^thoxyme%l-6/7-dimethyM^ 
30 amine; 

2^fcoxyme%W-dime^^^ 

c]pyridin-4- amine; 
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2-ethoxymethyl-6,7-dim^ 
c]pyridin-4-amine; 
2-dboxyinethyW^ 
c]pyridin-4-amine; and 

i 2-efli0xymefli3W^ 
amine; 

or phannaceutically acceptable salts thereo£ 

Pharmaceutical Compositions a nd Biological Activity 
0 Pharmaceutical compositions of the invention contain a therapeutically effective 

amount of a compound of the invention as described above in combination with a 
phannaceutically acceptable carrier. 

The term "a therapeutically effective amount" means an amount of the compound 
sufficient to induce a therapeutic effect, such as cytokine induction, antitumor activity, 
15 and/or antiviral activity. Although the exact amount of active compound used in a 

pharmaceutical composition of the invention will vary according to factors known to those 
of skill in the art, such as the physical and chemical nature of the compound, the nature of 
the carrier, and the intended dosing regimen, it is anticipated that the compositions of the 
invention will contain sufficient active ingredient to provide a dose of about 100 ng/kg to 
20 about 50 mg/kg, preferably about 10 ug/kg to about 5 mg/kg, of the compound to the 
subject Any of the conventional dosage forms may be used, such as tablets, lozenges, 
parenteral formulations, syrups, creams, ointments, aerosol formulations, transdermal 
patches, transmucosal patches and the like. 

The compounds of the invention can be administered as the single therapeutic 
25 agent in the treatment regimen, or the compounds of the invention may be administered in 
combination with one another or with other active agents, mcluding additional immune 
response modifiers, antivirals, antibiotics, etc. 

The compounds of the invention have been shown to induce the production of 
certain cytokines in experiments performed according to the tests set forth below. These 
30 results indicate that the compounds are useful as immune response modifiers that can 

modulate the immune response in a number of different ways, rendering them useful in the 
treatment of a variety of disorders. 
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Cytokines whose production may be induced by the administration of compounds 
according to the invention generally include interferon-cc (IFN-oc) and/or tumor necrosis 
factor-a (TNF-a) as well as certain interleukins (DL), including IL-1, IL-6, IL-10 and IL- 
12, and a variety of other cytokines. Among other effects, these and other cytokines can 
5 inhibit virus production and tumor cell growth, making the compounds useful in the 
treatment of viral diseases and tumors. Accordingly, the invention provides a method of 
inducing cytokine biosynthesis in an animal comprising administering an effective amount 
of a compound or composition of the invention to the animal. 

Certain compounds of the invention have been found to preferentially induce the 
10 expression of IFN-a in a population of hematopoietic cells such as PBMCs (peripheral 
blood mononuclear cells) containing pDC2 cells (precursor dendritic cell-type 2) without 
concomitant production of significant levels of inflammatory cytokines. 

In addition to the ability to induce the production of cytokines, the compounds of 
the invention affect other aspects of the innate immune response. For example, natural 
1 5 killer cell activity may be stimulated, an effect that may be due to cytokine induction. The 
compounds may also activate macrophages, which in turn stimulates secretion of nitric 
oxide and the production of additional cytokines. 

Compounds of the invention also have an effect on the acquired immune response. 
For example, the compounds may cause proliferation and differentiation of B 
20 lymphocytes. In addition, the compounds induce responses from T lymphocytes, as 
discussed below. 

Although there is not believed to be any direct effect on T cells or direct induction 
of T cell cytokines, the production of the T helper type 1 (Thl) cytokine IFN-y is induced 
indirectly and the production of the T helper type 2 (Th2) cytokines IL-4, IL-5 and IL-13 

25 are inhibited upon administration of the compounds. This activity means that the 

compounds are useful in the treatment of diseases where upregulation of the Thl response 
and/or downregulation of the Th2 response is desired. In view of the ability of compounds 
of the invention to inhibit the Th2 immune response, the compounds are expected to be 
useful in the treatment of atopic diseases, e.g., atopic dermatitis, asthma, allergy, allergic 

30 rhinitis; systemic lupus erythematosis; as a vaccine adjuvant for cell mediated immunit y; 
and possibly as a treatment for recurrent fungal diseases and chlamydia. 
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The immune response modifying effects of the compounds make them useful in 
the treatment of a wide variety of conditions. Because of their ability to induce the 
production of cytokines such as EFN-cc and/or TNF-a, the compounds are particularly 
useful in the treatment of viral diseases and tumors. This immunomodulating activity 
5 suggests that compounds of the invention are useful in treating diseases such as, but not 
limited to, viral diseases including genital warts; common warts; plantar warts; Hepatitis 
B; Hepatitis C; Herpes Simplex Virus Type I and Type II; molluscum contagiosum; 
varriola major; HIV; CMV ; VZV; rhinovirus; adenovirus; influenza; and para-influenza; 
intraepithelial neoplasias such as cervical intraepithelial neoplasia; human papillomavirus 

10 (HPV) and associated neoplasias; fungal diseases, e.g. Candida, aspergillus, and 
cryptococcal meningitis; neoplastic diseases, e.g., basal cell carcinoma, hairy cell 
leukemia, Kaposi's sarcoma, renal cell carcinoma, squamous cell carcinoma, myelogenous 
leukemia, multiple myeloma, melanoma, non-Hodgkin's lymphoma, cutaneous T-cell 
lymphoma, and other cancers; parasitic diseases, e.g. Pneumocystis carnii, 

1 5 cryptosporidiosis, histoplasmosis, toxoplasmosis, trypanosome infection, and 

leishmaniasis; and bacterial infections, e.g., tuberculosis, and mycobacterium avium. 
Additional diseases or conditions that can be treated using the compounds of the invention 
include actinic keratosis; eczema; eosinophilia; essential thrombocythaemia; leprosy; 
multiple sclerosis; Ommen's syndrome; discoid lupus; Bowen's disease; Bowenoid 

20 papulosis; alopecia areata; the inhibition of Keloid formation after surgery and other types 
of post-surgical scars. In addition, these compounds could enhance or stimulate the 
healing of wounds, including chronic wounds. The compounds may be useful for treating 
the opportunistic infections and tumors that occur after suppression of cell mediated 
immunity in, for example, transplant patients, cancer patients and HIV patients. 

25 An amount of a compound effective to induce cytokine biosynthesis is an amount 

sufficient to cause one or more cell types, such as monocytes, macrophages, dendritic cells 
and 

B cells to produce an amount of one or more cytokines such as, for example, IFN-a, TNF- 
a, DL-1, EL-6, EL-10 and IL-12 that is increased over the background level of such 
30 cytokines. The precise amount will vary according to factors known in the art but is 

expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 ng/kg to 
about 5 mg/kg. The invention also provides a method of treating a viral infection in an 
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animal and a method of treating a neoplastic disease in an animal comprising 
administering an effective amount of a compound or composition of the invention to the 
animal. An amount effective to treat or inhibit a viral infection is an amount that will 
cause a reduction in one or more of the manifestations of viral infection, such as viral 

5 lesions, viral load, rate of virus production, and mortality as compared to untreated control 
animals. The precise amount will vary according to factors known in the art but is 
expected to be a dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 ^tg/kg to 
about 5 mg/kg. An amount of a compound effective to treat a neoplastic condition is an 
amount that will cause a reduction in tumor size or in the number of tumor foci. Again, 

10 the precise amount will vary according to factors known in the art but is expected to be a 
dose of about 100 ng/kg to about 50 mg/kg, preferably about 10 jig/kg to about 5 mg/kg. 

The invention is further described by the following examples, which are provided 
for illustration only and are not intended to be limiting in any way. 

15 Example 1 

6,7-DmethyH-(2-phenoxye^ 

NH 2 




Part A 

20 2,4-dicWoro-5,6-dimethyl-3-nitropyridine 

Phosphorous oxychloride (105 ml) and 2,4^ydroxy«5,6^ethyl-3-nitropyridine 
(10.53 g) were combined and heated to reflux for 2 hours. The reaction mixture was 
cooled and the phosphorous oxychloride was removed under reduced pressure. The 
resulting black solid was dissolved in ethyl acetate (300 ml) and washed with a saturated 

25 aqueous solution of sodium bicarbonate. The basic aqueous layer was washed 2 times 
with ethyl acetate. The combined organic layers were dried with magnesium sulfate and 
concentrated under reduced pressure. The resulting brown solid was run through a column 
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using 60/40 ethyl acetate/hexane as the eluant. The product was found to be pure by NMR 

analysis. 

PartB 

2-chloro-5,6-damethyl-3-mtro^^ 
5 2,4-DicWoro~5,6-diinethyl-3-nitropyridine (1 .00 g), anhydrous N,N- 

dimethylformamide (5 ml), triethylamine (0.63 ml), and 2-phenoxyethylamine (0.59 ml) 
were combined and the resulting mixture was heated to 55 °C for 24 hours. Thin layer 
chromatography (TLC) monitoring of the reaction indicated that it was complete. The 
solvent was removed under reduced pressure and the remaining oil was dissolved in 

10 dichloromethane (DCM) and washed once with water. Following 2 additional extractions 
with DCM, the organic layers were combined, dried with magnesium sulfate, and the 
solvent was removed under reduced pressure. The product was passed through a column 
using 20/80 ethyl acetate/hexane as the eluant. NMR analysis of the resulting yellow solid 
indicated sufficient purity for use in the next step. 

15 PartC 

2 3 3-dimethyl-5-nitro-6-phenoxy-N-(2-phenoxye%l)pyridin^-amine 

2-Methoxyethyl ether (diglyme) (3 ml) and sodium hydride (60% in oil) (0.56 g) 
were combined and cooled to 0 °C, Phenol (1.24 g) was added slowly in portions to allow 
for controlled release of hydrogen gas. A solution of 2-chloro-5,6-dimethyl-3-nitro-N-(2- 

20 phenoxyethyl)pyridin-4-amine (4.00 g) and diglyme (37 ml) was then added and the 
reaction mixture was heated to 150 °C for 16 hours. At this time, the reaction stalled at 
85% completion. The reaction mixture was allowed to cool and the solvent was removed 
under reduced pressure. The oil was dissolved in ethyl acetate, washed with water, dried 
with magnesium sulfate, and concentrated under reduced pressure. The product was run 

25 through a column using 20/80 ethyl acetate/hexane as the eluant HPLC analysis of the 
resulting orange solid indicated sufficient purity for use in the next step. 
PartD 

5,6-dime%l-2-phenoxy-N 4 ^ 

Anhydrous toluene (100 ml), 5% platinum on carbon (Pt/C) (1.5 g), and 2,3- 
30 dime%l-5-mtro-6-phenoxy^ (2.97 g) from Part C 

were placed in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hours 
withshaking. Additional 5% Pt/C (1.5 g) was added and the reaction was allowed to 
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continue for 3 hours. The reaction mixture was filtered through a fluted filter paper and 
then through a folded No. 2 Whatman filter. The solvent was removed from the filtrate 
under reduced pressure and the resulting oil was used in the next step. 
PartE 

5 6,7-dimethyl-4-phenoxy- 1 -(2-phenoxyethyl)- 1 Jf7-imidazo[4 9 5-c]pyridine 

5,6-Dimethyl-2-phenoxy-N^ (2.41 g), 

triethyl orthoacetate (1.60 ml), toluene (20 ml), and a catalytic amount of pyridine HC1 
were combined and heated to reflux for 2 hours. HPLC and MS analysis indicated that the 
reaction was complete. The reaction mixture was allowed to cool and the resulting solid 

10 was filtered and dried. NMR analysis of the dried solid indicated a pure product 
PartF 

6 9 7-dimethyl-l-(2-phenoxyethyl)- 1^^ 

A sealed tube containing ammonium acetate (12.7 g) and 6,7-dimethyl-4-phenoxy- 
l-(2-phenoxyethyl)-li/-imidazo[4,5-c]pyridine (1.27 g) from Part E was heated to 150 °C 

15 for 36 hours. HPLC and TLC analysis indicated that the reaction was complete. The 
reaction was allowed to cool to room temperature. The resulting reaction mixture was 
then dissolved in dichloromethane (DCM) and washed with 20% aqueous sodium 
hydroxide. The basic layer was washed with DCM and the combined organic layers were 
dried with magnesium sulfate and concentrated under reduced pressure. The resulting oil 

20 was passed through a silica gel column using 95/5 dichloromethane/methanol as the 
eluant The product was recrystallized from isopropyl alcohol, and the resulting white 
solid was dried under vacuum to provide 6 J-dimethyl-l-(2-phenoxyethyl)-li?- 
imidazo[4,5-c]pyridin-4-amine, m.p. 197.0-199.0 °C 
Analysis: Calculated for Ci6H l8 N 4 0: %C, 68.06; %H, 6.43; %N, 19.84 

25 Found: %C, 67.85; %H, 6.33; %N, 19.74. 
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Example 2 

2,6,7-Trimethyl- 1 -(2-phenoxyethyl)- li^imidazo[4 ? 5^]pyridia-4-amine 




5 Part A 

2^Moro-5,6-4imethyl-N 4 -(2-ph^ 

Toluene (150 ml), 5% platinum on carbon (5.0 g), and 2-chloro-5,6-dimethyl-3- 
nitro-N"(2-phenoxye%l)pyridm^aniine (3.32 g) from Part B of Example 1 were placed 
in a Parr hydrogenation flask at a hydrogen pressure of 345 kPa for 4 hours with shaking. 
10 HPLC analysis indicated that the reaction was complete. The reaction mixture was 

filtered through a fluted filter paper and then through a folded No. 2 Whatman filter. The 
solvent was removed from the filtrate under reduced pressure and the resulting brown oil 
was used in the next step. 
PartB 

15 4-cMoro-2,6,7-trmethyl-H2^ 

2-CMoro-5,6-dimethyl-N 4 <2^ (2.41 g), triethyl 

orthoacetate (1.60 ml), toluene (20 ml), and a catalytic amount of pyridine HC1 were 
combined and heated to reflux for 2 hours. Methanol (15 ml) was then added and the 
reaction mixture was allowed to cool. The resulting white needles were filtered and dried. 

20 NMR analysis of the dried solid indicated a pure product. 
PartC 

2,6,7-trmethyl^phenoxy-H2-p^ 

A solution of sodium phenoxide was prepared by adding phenol (0.60 g) in 
portions over a period of 1 hour to a chilled solution of 2-methoxyethyl ether (diglyme) 
25 (40 ml) and sodium hydride (60% in oil) (0.27 g). After 1 hour, 4-chloro-2,6,7-trimethyl- 
H2-phenoxyethyl)-li/-imidazo[4,5-c]pyridine (1 .91 g) from Part B was added to the 
sodium phenoxide solution and the resulting dark brown mixture was heated to reflux for 
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7 days. At this time, the reaction was, 80% complete. Remaining sodium hydride was 
quenched by the addition of methanol (5 ml), and the solvents were then removed under 
reduced pressure. The oil was dissolved in ethyl acetate, washed with water and brine, 
dried with magnesium sulfate, and concentrated under reduced pressure. The resulting 
5 brown solid was run through a silica gel column using 80/20 ethyl acetate/hexane as the 
eluant. NMR analysis of the dried solid indicated sufficient purity for carrying the product 
on to the next step. 
PartD 

2,6,7-trimethyl-l -(2-phenoxye^ 

10 A sealed tube containing anhydrous ammonium acetate (1 1 .4 g) and 2,6,7- 

trimethyl-4-phenoxy-l-(2-p^ (1.14 g) from Part C 

was heated to 1 50 °C for 40 hours. The reaction was allowed to cool to room temperature. 
The resulting reaction mixture was then dissolved in ethyl acetate and washed with a 
saturated aqueous solution of sodium bicarbonate. The basic layer was washed twice with 

1 5 ethyl acetate. The organic layers were combined, dried with magnesium sulfate, and the 
solvents were removed under reduced pressure. The resulting orange solid was passed 
through a silica gel column using 94/6 dichloromethane/methanol as the eluant Because 
NMR analysis indicated that the white solid contained ammonium acetate, the product was 
dissolved in chloroform and washed with 25% aqueous sodium hydroxide. The resulting 

20 basic aqueous layer was extracted twice with chloroform. The organic layers were 
combined, washed with water, dried with magnesium sulfate, and concentrated under 
reduced pressure. The resulting white solid was dried under vacuum at 60 °C for 24 hours 
to provide 2,6,7-1rimethyl-H2-phenoxyeth^ m.p. 
176.0-177.0 °C. 

25 Analysis: Calculated for C17H20N4O: %C, 68.90; %H, 6.80; %N, 1 8.90 
Found: %C, 68.71; %H, 6.95; %N, 18.89. 
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Example 3 

2-Butyl-6,7-dimethyM 

NH 2 . 




5 PartA 

N-{2-chloro-5,6-dim^ 

Triethylamine (1.39 ml), anhydrous acetonitrile (100 ml), and 2-chloro-5,6- 
dime^l-N^-phenoxyethy^^ (2.92 g) from Part A of Example 2 

were combined and cooled to 0 °C in an ice bath. Valeryl chloride (0.59 ml) was slowly 

10 added to the reaction mixture. After 2 hours, the reaction mixture was heated to 55 °C for 
24 hours, at which point HPLC analysis indicated the reaction was complete. The reaction 
mixture was cooled and the solvent was removed under reduced pressure. The resulting 
oil was dissolved in dichloromethane and washed with water. The organic layer was dried 
with magnesium sulfate and the solvent was removed under reduced pressure. The 

1 5 product was then passed through a silica gel column using 50/50 ethyl acetate/hexane as 
the eluant The resulting light brown solid was used in the next step. 
PartB 

2-butyl-4^Moro-6;7-dmethyM 

Triethylamine (1.93 ml), anhydrous ethanol (35 ml), and N- {2-chloro-5,6- 

20 dmethyl4-[(2-phenoxye%ty (1.32 g) from Part A were 

combined and heated to reflux for 24 hours. The reaction stalled, so the mixture was 
cooled and the solvent was removed under reduced pressure. Pyridine (75 ml) and an 
equivalent of pyridine HC1 was added and the reaction mixture was heated to reflux for 16 
hours. TLC analysis indicated that the reaction was complete. The reaction was allowed 

25 to cool and the solvent was removed under reduced pressure. The resulting product was 
dissolved in ethyl acetate and washed 4 times with water (150 ml each) to remove the 
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pyridine HQ. The organic layer was dried with magnesium sulfate and the solvent was 
removed under reduced pressure. NMR analysis of the dried brown solid indicated 
sufficient purity for use of the product in the next step. 
PartC 

5 2-butyl-6J-dimethyl-4-phenoxy^ 

2-Methoxyethyl ether (diglyme) (1.50 ml) and sodium hydride (60% in oil) (0.12 
g) were combined and cooled to 0 °C. Phenol (0.27 g) was added slowly in portions over 
1 hour to allow for controlled release of hydrogen gas. 2-Butyl-4-chloro-6,7-dimethyH- 
(2-phenoxyethyl)-lJ?-imidazo[4,5-c]pyridine (0.96 g) from Part B was then added and the 

1 0 reaction mixture became dark brown. The reaction mixture was heated to reflux for 5 
days, at which time HPLC analysis indicated the reaction was complete. The reaction 
mixture was cooled and washed with water. The mixture was filtered and the resulting 
solid was dried under vacuum at 60 °C overnight NMR analysis of the product indicated 
sufficient purity for use of the product in the next step. 

15 Part D 

2-butyl-6 > 7-dimethyl-l -(2-phero 

A sealed tube containing ammonium acetate (7.5 g) and 2-butyl-6,7-dimethyl-4- 
phenoxy-l-(2-phenoxyethyl)-lJY-imidazo[4,5-c]pyridine (0.75 g) from Part C was heated 
in an oil bath to 150 °C for 48 hours. The reaction reached 70% completion and was 

20 allowed to cool to room temperature. The reaction mixture was then dissolved in ethyl 
acetate and washed with a saturated aqueous solution of sodium bicarbonate. The organic 
layer was dried with magnesium sulfate and concentrated under reduced pressure. The 
product was passed through a silica gel column using 10/90 methanol/ethyl acetate as the 
eluant. To remove impurities, the product was recrystallized twice from acetonitrile with 

25 charcoal. The resulting white crystals were crushed and dried to yield 2-butyl-6,7- 

dimethyM-(2-phenoxye^ m.p. 130.0-132.0 °C. 

Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55 
Found: %C, 70.80; %H, 7.43; %N, 16.56. 
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Example 4 

l-[2-(Benzyloxy)eth^ 

amine 




5 

Part A 

tert-butyl 2-(benzyloxy)ethylcarbamate 

To a mechanically stirred mixture of tert-butyl 2-(hydroxy)ethylcarbamate (32.2 g, 
200.4 mnioi) and sodium hydroxide (300 mL of 50%) was added 

10 benzyltrimethylammonium chloride (3.79 g, 20.4 mmol) and benzyl bromide (23.8 mL, 
200.4 mmol). After stirring at room temperature for 12 hours TLC monitoring, using 1/1 
hexane/ethyl acetate and ninhydrin stain, indicated complete reaction. The resulting clear 
solution was diluted with ice water (1 L), and the organic layer was separated. The 
aqueous layer was washed with chloroform (4 x). The organic layers were combined and 

1 5 washed with water (2 x) and brine (2 x), dried with sodium sulfate, and concentrated under 
reduced pressure to provide 45.4 g of clear liquid. NMR analysis confirmed the product, 
which was used in the next step. 
PartB 

2-(benzyloxy)ethyiamine HC1 

20 The product from Part A (45 .4 g, 1 80.6 mmol), 2.2 M hydrochloric acid in ethanol 

(200 mL), and 10% aqueous hydrochloric acid (20 mL) were combined and stirred for 62 
hours. The reaction was determined to be complete by TLC and HPLC analysis. The 
volatiles were removed under reduced pressure, and the resulting solids were recrytallized 
from ethyl acetate. The resulting white fluffy crystals were filtered off; rinsed with diethyl 

25 ether, and dried for 1 hour to provide 27.4 g of white solids. NMR analysis confirmed the 
hydrochloride salt of 2-(benzyloxy)ethylamine, which was used in the next step. 
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PartC 

N-[2-(Benzyloxy)eth^ 

2^DicWoro^,7-dimethyl-3-nitropyridine (26.89 g, 121.7 mmol), anhydrous N,N- 
dimethylformamide (400 mL), anhydrous triethylamine (48.84 mL), and the 

5 benzyloxyethylamine hydrochloride salt (27.4 g, 146.0 mmol) from Part B were combined 
under nitrogen and heated to 90 °C for 20 minutes, 60 °C for 1 hour, and then 90 °C for 1 
hour. The reaction was complete as determined by TLC analysis using 8/2 hexane/ethyl 
acetate. The reaction mixture was concentrated under reduced pressure, and the resulting 
orange solids were triturated with water. The resulting solids were filtered off and 

10 recrystallized from ethyl acetate. Recrystallized solids were rinsed with hexane and dried 
under vacuum at 50 °C for 30 minutes to provide 21.8 g of yellow flufiy solid for use in 
the next step. NMR analysis confirmed the N-[2-(benzyloxy)ethyl]-2-chloro-5,6- 
dimethyl-3-rdtropyridin-4-amine and a minor amount of residual salts. 
PartD 

15 N-[2-(Benzyloxy)ethyl]-5,6- 

To a stirred solution of sodium hydride (4.75 g, 1 1 8.8 mmol, 60% in mineral oil) in 
diglyme (50 mL) under a nitrogen purge was added phenol (1 1 .56 g, 122.8 mmol) 
dissolved in diglyme (50 mL) by cannula over a 10 minute period. The flask from which 
the phenol solution was transferred was washed with diglyme (2 x 20 mL), and the 

20 washings were added to the reaction mixture. Because the reaction was exothermic, an ice 
bath was used to cool the reaction mixture. After 15 minutes, addition of a solution of N- 
[2<benzyloxy)ethyl]-2-chloro-5,^ (26.6 g, 79.2 mmol) in 

diglyme (100 mL) to the clear solution of sodium phenoxide was begun. The flask from 
which the pyridine-4- amine starting material was transferred was rinsed with diglyme (3 x 

25 20 mL), and the rinsings were transferred to the sodium phenoxide solution as well. The 
transfer was complete after 15 minutes, and the resulting orange solution was heated to 
about 1 50 °C for 4.5 hours when the reaction was determined to be essentially complete by 
HPLC. The resulting reaction solution was concentrated under reduced pressure, and the 
resulting dark oil was dissolved in ethyl acetate. The ethyl acetate solution was wased 

30 with ammonium chloride (1 x), 1 N potassium hydroxide (3 x), and brine (2 x). The 

potassium hydroxide fractions were combined and extracted with dichloromethane (4 x). 
The organic fractions were combined, dried with magnesium sulfite, and concentrated 
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under reduced pressure. The resulting dark oil was passed through a column containing 
400 g silica using 8/2 hexane/ethyl acetate. The resulting isolated product was an orange 
oil, which was triturated with hexane/diethyl ether. The resulting yellow solids were 
dried in a vacuum oven at 60 °C to provide 21 g of product NMR and LC/MS analyses 
5 confinnedmeN-[2-(benzyloxy)ethyl]-2,3-dimemyl-5-mto 

with good purity. 
PartE 

N 4 -[2-(Benzyloxy)emyl]-5,6^emyl-2-phenoxypyritoe-3,4^ 

N-[2-(Benzyloxy)ethyl]-5 > 6^e%l-3-nitro-2-phenoxypyri<im^ (12 g, 

10 30.499 mmol) from Part D was combined with 5% platinum on carbon (2.2 g) in a Parr 
flask under a nitrogen purge. Toluene was slowly added to the resulting reaction mixture, 
which was then pressurized with hydrogen at 3 10 kPa. After 2 hours the reaction was 
complete. The resulting reaction mixture was filtered through Celite™ filter agent, and 
the filtrate was concentrated under reduced pressure to provide 10.6 g of brown oil. NMR 

15 analysis confirmed the N 4 -[2-(benzyloxy)emyl]-5,6^emyl-2-phenoxypyridme-3 
diamine at a purity of 99+%. 
PartF 

2-(Ethoxymemyl>l-[2-(benz^ 
c]pyridine 

20 N 4 -[2<Benzyloxy)emyl]-5,6-dime%l-2-phenoxvpyridm-3,4-an^ (5.3 g, 14.582 

mmol) from Part E, pyridine (50 mL), and pyridine hydrochloride (0.034 g, 0.2916 mmol) 
were combined with stirring under nitrogen and cooled with an ice bath to about 7 °C. 
Ethoxyacetyl chloride (1.876 g, 15.311 mmol) was added dropwise over 1 minute, and Ihe 
resulting reaction mixture was stirred for 30 minutes. The ice bath was removed. LC/MS 

25 analysis of the resulting reaction solution confirmed the molecular weight of the expected 
amide, and TLC (with 1/1 hexane/ethyl acetate) and HPLC analysis indicated no starting 
material or other by-products present 

The resulting reaction solution was heated to reflux (~ 90 °C) for about 10 hours. 
HPLC analysis of the resulting reaction solution indicated about 4% of the amide 

30 remaining along with the desired product The reaction solution was cooled to room 
temperature and concentrated under reduced pressure. The resulting oil was triturated 
wilh hexane/diethyl ether, and the resulting solid was filtered off and dried to provide 4.33 
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g of pure product A second crop from the hexane/diethyl ether was recovered to provide 

an additional 0.3157 g of desired product. 

PartG 

l-[2-(BenzyIoxy)ethy^ 
5 amine 

2-(Ethoxymethyl)-l-P^ 
imidazo[4,5-c]pyridine (4.33 g, 10.03 mmOl) was placed in a glass reaction flask, and then 
ammonium acetate (45 g) was added. The flask was sealed with a teflon screw cap and 
heated to 156 °C for 44 hours. The reaction was determined to be complete by HPLC 

10 analysis, and the desired product's molecular weight was confirmed by LC/MS. The 
resulting solution was basified with 1 N potassium hydroxide to a pH of about 14. The 
basic solution was extracted with dichloromethane (5 x), and the organic layers were 
combined, washed with water (3 x) and brine (3 x), dried with magnesium sulfate, filtered, 
and concentrated under reduced pressure. The resulting oil was triturated with diethyl 

1 5 ether. After the resulting solids were filtered off and dried, they were recrystallized from 
ethyl acetate/diethyl ether and again dried. NMR analysis or the recrystallized solids 
indicated impurities. The recrystallized solids were dissolved methanol. Hydrochloric 
acid (10 mL, 1 N) was added to the ethanol solution, and the resulting salt was filtered off 
and dissolved in water. The resulting aqueous solution was basified with 1 N potassium 

20 hydroxide to a pH of about 14 and extracted with dichloromethane (4 x). The organic 
layers were combined, washed with water (2 x) and brine (3 x), dried with magnesium 
sulfate, filtered, and concentrated under reduced pressure to a white solid. The white solid 
was dried to provide 1.4285 g of l-[2-(benzyloxy)e%l]-2-(ethoxyme%l)-6,7-dimethyl- 
li/-imidazo[4 > 5-c]pyridin-4-amine, m.p. 107.3-108.2 °C. 

25 Analysis: Calculated for C20H26N4O2: %C, 67.77; %H, 7.39; %N, 15.81; Found; %C, 
67.88; %H, 7.44; %N, 15.79. 

*H NMR (300 MHz, DMSO-d*) 8 7.22-7.31 (m, 3H), 7.14 (dd, J = 9.4, 1.9 Hz, 2H), 5.81 
(s, 2H), 4.67 (s, 2H), 4.57 (t, J = 5.6 Hz, 2H), 4.42 (s, 2H), 3.76 (t, J - 5.6 Hz, 2H), 3.47 
(q, J = 7.2 Hz, 2H), 2.34 (s, 3H), 2.30 (s, 3H), 1.12 (t, J = 7.2 Hz, 3H) 

30 
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Example 5 

l-[2-(Benzyloxy)e^ 




5 Part A 

l-[2-(benzyloxy)et^ 

N 4 -[2-(Benzyloxy)ethyl]-5,6-dime%l-2-phenox^ (5.3 g, 14.582 

mmol) from Part E of Example 4, anhydrous toluene (50 mL), pyridine hydrochloride 
(0.034 g, 0.2916 mmol), and triethyl orthoacetate (4.00 mL, 21.873 mmol) were combined 

10 with stirring under nitrogen. After the resulting solution was heated to 90 °C (gentle 
reflux) for 1 hour, the reaction was complete. The reaction solution was concentrated 
under reduced pressure, and the resulting oil was dissolved in ethyl acetate. The ethyl 
acetate solution was washed with water (3 x) and brine (2 x), dried with magnesium 
sulfate, filtered,, and concentrated under reduced pressure. The resulting solid was 

15 triturated with diethyl ether, filtered off, and dried to provide 5.1 13 g of pure white 
product, which was used in the next step. 
PartB 

l-[2-(benzyloxy)ethy^ 

l-[2-(Benzyloxy)ethyl]-2,^ 

20 (5.1 13 g, 13.195 mmol) from Part A and ammonium acetate (51 g) were combined in a 
dried glass pressure flask under nitrogen. The flask was sealed and heated to 1 50 °C for 
46 hours. The reaction was complete, and the resulting solution was cooled and basified 
to a pH of about 12 with 1 N potassium hydroxide. The basic solution was extracted with 
dichloromethane (3 x), and the organic layers were combined, washed with water (3 x) 

25 and brine (3 x), dried with magnesium sulfate, filtered, and concentrated under reduced 
pressure. The resulting oil was triturated with diethyl ether, and the resulting solids were 
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filtered off. NMR analysis of the solids indicated residual phenol. The solids were 
dissolved in ethyl acetate. The ethyl acetate solution was washed with 1 N potassium 
hydroxide (4 x), water (3 x) and brine (3 x), dried with magnesium sulfate, filtered, and 
concentrated under reduced pressure. The resulting oil was diluted with diethyl ether, and 

5 after several hours the resulting crystals were filtered off and rinsed with diethyl ether. 
The resulting solids, which by NMR analysis were free of the phenol, were dried at 60 °C 
for 17 hours under high vacuum to provide 2.2515 g of l-[2-(benzyloxy)ethyl]-2,6,7- 
trimethyl-li?-iinidazo[4,5-c]pyridin-4-amine, m.p. 136.8-137.5 °C. 
Analysis: Calculated for C18H22N4O: %C, 69.65; %H, 7.14; %N, 18.05; Found: %C, 

10 69.71; %H, 7.06; %N, 18.03. 

l H NMR (300 MHz, DMSO-d*) 6 7.24-7.31 (m, 3H), 7.15 (dd, J - 9.4, 1.9 Hz, 2H), 5.61 
(s, 2H), 4.45 (t, J = 5.3 Hz, 2H), 4.42 (s, 2H), 3.73 (t, J = 5.3 Hz, 2H), 2.47 (s, 3H), 2.32 (s, 
3H), 2.29 (s, 3H) 

15 Example 6 

l-[2-(Benzyloxy)ethyl]-6,7-dime%^ 

N 




Part A 

20 l-[2^en2yloxy)ethyl]-6,7-d^ 

Pyridine hydrochloride (0.04 g, 0.380 mmol), and trimethyl orthobutyrate (4.6 mL, 
28.48 mmol) were added to a stirred solution of N 4 -[2-(benzyloxy)ethyl]-5,6-dhnetiiyl-2- 
phenoxypyridine«3,4-diamine (6.9 g, 18.984 mmol) prepared as in Part E of Example 4 in 
toluene (65 mL). After the resulting solution was heated to reflux for 2 hours, the reaction 

25 was complete as determined by TLC (using 1/1 hexane/ethyl acetate), HPLC, and LC/MS. 
The reaction solution was then concentrated under reduced pressure, and the resulting oil 
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was dissolved in ethyl acetate. The ethyl acetate solution was washed with brine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure. The 
resulting tan solids were triturated with diethyl ether, filtered off, and dried to provide 
6.5862 g of pure product (by NMR and LC/MS), which was used in the next step. 
5 PartB 

l-[2^enzyloxy)ethyl]-6,7-dim^ 

l-[2-(Ben2yloxy)ethyl]-6,7-d^ 
c]pyridine (6.6 g, 15.8 minol) and ammonium acetate (66 g) were combined in a dried 
glass pressure flask under nitrogen with stirring. The flask was sealed with a teflon screw 

10 cap and heated to 156 °C for 44 hours. The reaction was complete as determined by 

HPLC and LC/MS, and the resulting solution was cooled and basified to a pH of about 14 
with 1 N potassium hydroxide. The basic solution was extracted with dichloromethane (5 
x), and the organic layers were combined, washed with 1 N potassium hydroxide (3 x), 
water (1 x) and brine (3 x), dried with magnesium sulfate, filtered, and concentrated under 

1 5 reduced pressure. The resulting residue was triturated with ethyl acetate/diethyl ether, and 
the resulting solids were filtered off and dried. NMR analysis of the solids indicated 
impurities. The solids were recrystallized from isopropyl alcohol and dried. Impurities 
were found in the resulting solids (3.2982 g), which were then recrystallized from ethyl 
acetate/hexane and again dried. The resulting solids (2.4076 g), still with impurities, were 

20 dissolved in ethanol, and the resulting solution was treated with 1 M hydrochloric acid in 
diethyl ether (1 0 mL). The resulting hydrochloride salt was filtered off, dissolved in 
water, and the aqueous solution was basified with IN potassium hydroxide to a pH of 
about 14. The resulting aqueous mixture was extracted with dichloromethane (5 x), and 
the combined organic layers were washed with water (3 x) and brine (3 x), dried with 

25 magnesium sulfate, filtered, and concentrated under reduced pressure. The resulting white 
solid was dried to provide 1.5999 g of l-[2-(benzyloxy)ethyl]-6,7-d^ 
imidazo[4,5^]pyridin-4-amine, m.p. 99.5-1 00.0 °C. 

Analysis: Calculated for C20H26N4O: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.79; %H, 7.71; %N, 16.80. 
30 *H NMR (300 MHz, DMSO-d^) 5 7.24-7.31 (m, 3H), 7.14 (dd, J = 9.4, 2.3 Hz, 2H), 5.60 
(s, 2H), 4.46 (t, J = 5.6 Hz, 2H), 4.41 (s, 2H), 3.71 (t, J = 5.3 Hz, 2H), 2.78 (t, J - 7.5 Hz, 
2H), 2.32 (s, 3H), 2.29 (s, 3H), 1.76 (sextet, J = 7.5 Hz, 2H), 0.95 (t, J = 7.2 Hz, 3H) 
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Example 7 



2,6,7-TrimethyM-{2-[(3-phen^^ 



Part A 

3-Bromo-l-phenylpropyne 

3-Phenyl-2-propyn-l-ol (5 g, 37.83 mmol), anyhdrous diethyl ether (10 mL), and 
anhydrous pyridine (0.76 mL) were combined with stirring under nitrogen. To the 
resulting reaction mixture cooled to about 7 °C with an ice bath was added dropwise over 
20 minutes a solution of phosphorous tribiomide (1.8 mL (18.92 mmol) in anhydrous 
diethyl ether (20 mL). The ice bath was then removed, and the solution was stirred at 
room temperature for 2 hours. The reaction was complete, and the resulting reaction 
mixture was diluted with ice water. The organic layer was separated, and the aqueous 
layer was washed with diethyl ether (3 x). The combined organic layers were washed with 
water (2 x), saturated aqueous sodium bicarbonate (2 x), and brine (2 x), dried with 
magnesium sulfate, diluted with 8/2 hexane/ethyl acetate (100 mL), filtered through silica, 
and concentrated under reduced pressure. The resulting oil was filtered through silica with 
a dichloromethane rinse. The filtrate was concentrated under reduced pressure to provide 
a slightly cloudy oil (7.22 g). 3-Bromo-l-phenylpropyne was confirmed by NMR 
analysis. 
PartB 

l-[(2-CM>ro-5,6-dimethyl-3-iu^ 

2,4-Dichloro-5,6-dimethyl-3-nitropyridine (60 g, 271.4 mmol), anhydrous N,N- 
dimethylfonnamide (900 mL), ethanolamine (19.6 mL, 325.8 mmol), and anhydrous 
triethylamine (45.4 mL, 325.8 mmol) were combined with stirring under nitrogen. The ' 
reaction mixture was held at 40 °C for 17 hours when TLC and HPLC monitoring 



amine 
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indicated complete reaction with no starting material present. The resulting reaction 
mixture was concentrated under reduced pressure, the resulting yellowish orange solids 
were triturated with water (3 x 1 L), filtered off, and dried by dissolving the solids in 
methanol/diethyl ether, followed by removal of the solvents under reduced pressure. The 
5 resulting solids were slurried in diethyl ether, followed by removal of the diethyl ether 
under reduced pressure. After repeating the slurrying and solvent removal several times, 
the resulting solid was dried at 85 °C for 16 hours under high vacuum to provide 552 g of 
yellow solid, which was carried on to the next step. NMR analysis confirmed l-[(2- 
cMoro-5,6^mnemyl-3-nitropyri<u^ 
10 PartC 

l-[(2,3-Dimemyl-5-mtro-6-phenoxypyridm^yl)amino]ethan-2-ol 

A solution of phenol (94 g, 998.9 mmol) in diglyme (200 ml) was added slowly 
over 45 minutes to a solution of sodium hydride (38.06 g, 951.5 mmol, 60% in mineral 
oil) in diglyme (100 mL) cooled to 4 °C with an ice bath. Hydrogen gas evolved, and the 

15 temperature increased to a maximum of 34 °C, but was immediately reduced by slowing 
the rate of phenol addition. After addition was complete, the reaction mixture was stirred 
for 1 hour. About 200 mL of the resulting clear solution was removed and set aside. The 
ice bath was removed, and l-[(2<moro-5,6^emyl-3-mtrop 
(55.2 g, 224.69 mmol) dissolved in diglyme (400 mL) was added to the clear reaction 

20 solution under nitrogen. The flask from which the starting material was transferred was 
rinsed with diglyme (2 x 100 mL), and the rinsings were added to the resulting reaction 
mixture. This reaction mixture was heated to 1 10 °C for 4 hours under a flow of nitrogen, 
and men the resulting reaction mixture was concentrated under reduced pressure. The 
resulting oil was cooled to about 5 °C for 2 days, triturated with hexane, and passed 

25 through a silica gel column using 8/2 hexane/ethyl acetate, then 7/3 hexane/ethyl acetate, 
and ending with 6/4 hexane ethyl acetate over 3 days. A first 10.5 g fraction of impure 
product and a second 3.9 g fraction of pure product were isolated. The first fraction 
(9.6510 g) was dissolved in ethyl acetate/hexane and the product allowed to crystallize. 
The crystals were filtered off and dried to provide 9.6510 g of product, which was 

30 combined with the previous 3.9 g of pure product and carried on to the next step. 
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PartD 

1 -[(2,3-Dimethyl-5 -nitro-6-phenoxypyridin^-yl)aniino]eth-2-yl Acetate 

l-[(2,3-Dimethyl-5-nitro-6-phenoxypyridin^-yl)amino]e& (13.55 g, 44.67 
mmol), anhydrous dichloromethane (150 mL), pyridine (21.7 mL), and 
5 dimethylaminopyridine (0.1 1 g) were combined, and then acetic anhydried was added 
under nitrogen. The resulting solution was stirred at room temperature for 30 minutes. 
The reaction was complete, and the reaction solution was concentrated under reduced 
pressure. The resulting oil was dissolved in dichloromethane, and the dichloromethane 
solution was washed with 4% sodium bicarbonate (3 x), water (3 x), and brine (3 x), dried 
10 with magnesium sulfate, filtered, and concentrated under reduced pressure. The resulting 
yellow solid was triturated with diethyl ether, and the solids were filtered off and dried to 
provide 11.5 g of product The l-[(2,3-Dimethyl-5-nitro-6-phenoxypyridin-4- 
yl)amino]eth-2-yl acetate structure was confirmed by NMR and its molecular weight was 
confirmed by LC/MS. 
15 PartE 

H(3-Ammo-5,6-*ime%^ 

1 -[(2,3-Dimethyl-5-mtro^^ acetate (1 1 .5 g, 

33.30 mmol) was combined with 5% platinum on carbon (5.0 g) in a Parr flask. Toluene 
was added to the flask (120 mL) and the resulting mixture was pressurized with hydrogen 
20 at 3 1 0 kPa at room temperature for 1 .6 hours. The reaction was complete as determined 
by LC/MS and HPLC. The resulting reaction mixture was filtered through Celite™ filter 
agent, and the filter cake was rinsed with more toluene. The volatiles were removed under 
reduced pressure, and the resulting oil was carried on to the next step. 
PartF 

25 l-[2,6,7-Trimethyl-4-phra^ 

l-[(3-AmmcH5,6KlimethyU acetate (10.5 g, 

33.29 mmol), toluene (100 mL), pyridine hydrochloride (0.077 g, 0.6659 mmol), and 
triethyl orthoacetate (9.1 mL, 49.94 mmol) were combined with stirring and the resulting 
mixture was heated to a gentle reflux (about 95 °C) for 1 .5 hours. The reaction was 

30 complete. The resulting reaction mixture was concentrated under reduced pressure to 

white solids, which were dissolved in ethyl acetate. The ethyl acetate solution was washed 
with water (3 x) and brine (2 x), dried with magnesium sulfate, filtered, and concentrated 
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under reduced pressure. The resulting solid was triturated with diethyl ether, filtered off, 
and dried at 60 °C overnight to provide 1 1 . 1 g of pure product, which was carried on to the 
next step. 
PartG 

5 l-[2,6,7-Trimethyl^phenoxy-l#-^ 
l-[2,6,7-TrimethyM^^ 
(11.1 g, 33.0 mmol), methanol (250 mL), and potassium carhonate (1.14 g, 8.25 mmol) 
were combined with stirring and heated to 45 a C under nitrogen. The reaction was 
complete after 30 minutes, and the reaction mixture was concentrated under reduced 
10 pressure to a solid, which was dissolved in dichloromethane. The resulting solution was 
subjected to flash chromatography using 9/1 dichloromethane/methanol. A white solid 
was isolated and dried to provide 9.1 g of product. 
PartH 

1 -[2,6,7-Trimethyl-4-phenoxy- lif-imidazo[4,5-c]pyridin- 1 -yl]eth-2-yl (3-Phenylprop-2- 
15 ynyl) Ether 

Sodium hydride (0.82 g, 20.48 mmol, 60% in mineral oil) and anhydrous N,N- 
dimethylformamide (20 mL) were combined and stirred for 5 minutes under nitrogen. A 
solution of l-[2,6,7-trmethyl-4-phenoxy4H-^ (5.8 g, 

19.50 mmol) Scorn Part G in N,N-dimethylformamide (30 mL) was then added to the 

20 sodium hydride over 5 minutes. After stirring the resulting reaction solution for 10 
minutes at room temperature, a solution of 3-bromo-l-phenylpropyne (4.18 g, 21.45 
mmol) from Part A in N,N-dimethylformainide (15 mL) was added to the reaction 
solution, and the resulting reaction mixture was stirred for 4 hours and 10 minutes. 
Sodium hydride (0.10 g, 60 % in mineral oil) and then 3 -bromo- 1 -phenylpropyne (1 g) 

25 were added to the reaction mixture, and after stirring for 30 minutes, HPLC monitoring of 
the reaction mixture indicated about 7% starting material remaining. The reaction mixture 
was concentrated under reduced pressure, and the resulting oil was dissolved in 
dichloromethane. The dichloromethane solution was washed with saturated ammonium 
chloride (3 x), water (3 x), and brine (3 x), dried with magnesium sulfate, filtered, and 

30 concentrated under reduced pressure to a brown solid, which was triturated with diethyl 
ether. Hie resulting solid was filtered of£ and a second crop was collected from the 
mother liquor. The combined solids were passed through a column of silica (120 g, 40 x 
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200 mm) using 95/5 ethyl acetate/dichloromethane. A white solid (5.4 g) was isolated and 
carried on to Hie next step. HPLC analysis indicated the presence of about 9% starting 
material in the white solid. 
Parti 

5 2,6,7-Trimemyl4-{2-[(3-phenyli^ 
amine 

l-[2,6,7-Trmiemyl4-phenoxy-lF-im^ 
phenylprop-2-ynyl) ether (5.4 g, 13.122 mmol) from Part H and ammonium acetate (54 g) 
were combined in a glass pressure vessel. The vessel was sealed with a teflon screw cap, 
10 and the reaction mixture was heated to 150 °C for 45 hours. The reaction was essentially 
complete, and the resulting reaction solution was cooled with an ice bam, acidified to a pH 
of 1 with 10% hydrochloric acid, and washed with dichloromelhane (3 x 500 mL). The 
combined organic portions were washed with 10% hydrochloric acid (4 x). The acidic 
aqueous portions were combined, basified with potassium hydroxide pellets to a pH of 14. 
15 The resulting brown solids were filtered off and recrystallized from methanol. A first crop 
of 0.6 g was collected for use in Example 5, and a second crop was collected and found to 
contain about 2% of the 4-hydroxy compound by NMR analysis. The second crop was 
returned to the mother liquor, and dichloromethane was added until all solids were 
dissolved. 1M Hydrochloric acid in diethyl ether (20 mL) was added to the resulting 
20 solution, and the solids that formed were filtered off, and dissolved in water, which was 
basified to a pH of 14 with potassium hydroxide pellets. The resulting solution was 
washed with dichloromethane (3 x). The organic portions were combined, washed with 
water (2 x) and brine (2 x), dried with magnesium sulfate, filtered, and concentrated under 
reduced pressure. The resulting white solid (1.8 g) was dissolved in dichloromelhane (150 
25 mL), and 1M hydrochloric acid in diethyl ether (5.3 mL) was added to the resulting 

solution. The acidified solution was concentrated under reduced pressure. The resulting 
solids were dissolved in water, and this aqueous solution was filtered to remove an oily 
sludge. The filtrate was basified with a few drops of 20% potassium hydroxide and then 
IN potassium hydroxide to apHof 13. The fine white precipitate that formed was filtered 
30 off, rinsed with diethyl ether, and dried under vacuum for 18 hours to provide 1 .8064 g of 
2,6,7-trimemyl-l-{2-[(3-phenylp^^ 
amine, m.p. 186.8-187.5 °C. 
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Analysis: Calculated for C^O: %C, 71.83; %H, 6.63; %N, 16.75; Found: «>/oC, 
71.51; %H, 6.50; %N, 16.71. 

'H NMR (300 MHz, DMSO-d,) 5 7.32-7.40 (m, 5H), 5.61 (s, 2H), 4.47 (t, J = 5.3 Hz, 2H), 
4.36 (s, 2H), 3.83 (t, J = 5.6 Hz, 2H), 2.50 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 

5 

Example 8 

2,6,7-Trimefcyl-l^ 

rrv 



1 




10 2,6J-Trimethyl-l-{2-[(3-ph e aylprop-2-ynyl)oxy]ethyl}-lH-^ 

c]pyridm-lamine (0.55 g, 1.645 mmol) from Part I of Example 7 was combined with 10% 
palladium on carbon (0.1 0 g) in a Parr reactor. Methanol (30 mL) was added to the 
resulting mixture under a nitrogen purge, and then the mixture was placed under hydrogen 
at apressure of 310 fcPa for 4 hours. The resulting reaction mixture was filtered through a 
15 layer of Celite™ filter agent, and the filtrate was concentrated under reduced pressure to a 
clear oil. The oil was dissolved in 5% methanol in diethyl ether (~ 50 mL), and 1M 
hydrochloric acid in diethyl ether (1.7 mL) was added to the resulting solution. Volatiles 
were removed under reduced pressure, and the resulting solids were dissolved in water. 
The aqueous solution was stirred for 10 minutes when the product oiled out of solution. 
20 The aqueous portion was washed with dicbloromethane (3 x). The combined organic 
portions were washed with water (2 x) and brine (3 x), dried with magnesium sulfate, 
filtered, and concentrated to a glassy oil under reduced pressure. The oil was triturated 
with diethyl ether. The solids that formed after 10 minutes of stirring were filtered off and 
dried for 18 hours to provide 0.3185 g of 2,6,7-trimemyl-l-[2-(3-phenylpropoxy)ethyl]- 
25 lH-inuto[4,5-c]pyridm-4-aniine, m.p. 118.1-1 19.0 °C. 
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Analysis: Calculated for C 2 oH 2 6N 4 0: %C, 70.98; %H, 7.74; %N, 16.55; Found: %C, 
70.72; %H, 7.77; %N, 16.65. 

'H NMR (300 MHz, DMSO-de) 8 7.09-7.22 (m, 3H), 6.99 (d, J = 8.1 Hz, 2H), 5.66 (s, 
2H), 4.43 (t, J = 5.3 Hz, 2H), 3.64 (t, J - 5.3 Hz, 2H), 3.27 (t, J = 6.2 Hz, 2H), 2.51 (s, 
5 3H),2.45(t,J = 7.8Hz,2H),2.36(s,3H),2.31(s,3H),1.68(p,J = 7.0Hz,2H) 

Example 9 

2,6,7-TrimemyM<2-{[(2E)-3-phenylpro^^ 

amine 




10 

Part A 

142,6,7-Timiemyl-4-phenoxy4iWm^ 
Phenylprop-2-enyl] Ether 

1 5 Sodium hydride (0.41 g, 10.24 mmol, 60% in mineral oil) and anhydrous N,N- 

dimethylformamide (10 mL) were combined and stirred for 5 minutes under nitrogen. A 
solution of l-[2,6,7-trimefoyl-4-phenoxy4^ (2-9 g, 

9.752 mmol) from Part G of Example 7 in N,N-Klimethylformamide (15 mL) was then 
added to the sodium hydride over 5 minutes. After stirring the resulting reaction solution 

20 for 10 minutes at room temperature, a solution of cinnamyl bromide (2.11 g, 10.73 mmol) 
in N,N-dimethylformamide (15 mL) was added to the reaction solution, and the resulting 
reaction mixture was stirred for 4 hours and 10 minutes. Sodium hydride (0. 10 g, 60 % in 
mineral oil) and then cinnamyl bromide (0.1 g) were added to the reaction mixture, and 
after stirring for 30 minutes, HPLC monitoring of the reaction mixture indicated about 9% 

25 starting material remaining. The reaction mixture was concentrated under reduced 
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pressure, and the resulting oil was dissolved in dichloromethane. The dichloromethane 
solution was washed with saturated ammonium chloride (3 x), water (3 x), and hrine (3 x), 
dried with magnesium sulfate, filtered, and concentrated under reduced pressure to a white 
solid, which contained about 6% starting material by HPLC analysis. The white solid was 
5 passed through a column of silica (120 g, 40 x 200 mm) using 95/5 ethyl 

acetate/dichloromethane. The isolated product was triturated with diethyl ether, filtered 
off, and dried to provide 2.9 g of product with no starting material. This was carried on to 
die next step. 
PartB 

10 2,6,7-T^ethyM<2-{[(2E)^ 
amine 

l-[2,6,7-Trimemyl-4-phenoxy-l#-m^^ [(2E>3- 
phenylprop-2-enyl] ether (2.9 g, 7.013 mmol) from Part A and ammonium acetate (54 g) 
were combined in a glass pressure vessel. The vessel was sealed with a teflon screw cap, 
15 and the reaction mixture was heated to 150 °C for 45 hours. The reaction was complete, 
and the resulting reaction solution was cooled with an ice bath; basified to a pH of about 
13 with IN potassium hydroxide, and washed with dichloromethane (4 x 500 mL). The 
combined organic portions were washed with water (3 x) and brine (3 x), dried with 
magnesium sulfate, filtered, and concentrated under reduced pressure to a white solid. 
20 The resulting white solid was slowly passed through a column containing 200 g silica that 
had been heated with 1% diethyl ether in dichloromethane using 98/2 
mchloromethane/methanol. Two crops of product were isolated from the eluted solution, 
and both were recrystallized from isopropyl alcohol. The resulting white powder was 
dried under vacuum for 18 hours to provide 0.7479 g of 2,6,7-trimethyl-l-(2-{[(2E>3- 
25 phenylprop-2-enyl]oxy}etoylH^^ m P- 143.7-144.8 °C. 

Analysis: Calculated for C20H24N4O: %C, 71.40; %H, 7.19; %N, 16.65; Found: %C, 
71.36; %H, 7.10; %N, 16.74. 

l H NMR (300 MHz, DMSO-ds) 8 7.30-7.33 (m, 4H), 7.20-7.25 (m, 1H), 6.37 (d, J = 162 
Hz, 1H), 6.20 (dt, J = 16.2, 5.3 Hz, 1H), 5.62 (s, 2H), 4.46 (t, J = 5.3 Hz, 2H), 4.05 (dd, J = 
30 6.2, 1 .2 Hz, 2H), 3.74 (t, J = 5.3 Hz, 2H), 2.51 (s, 3H), 2.36 (s, 3H), 2.28 (s, 3H) 
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Example 10 

2,6J-Trimethyl-1-^ 

NH 2 




5 Part A 

2*Woro-5,6Hlimemyl-3-mtro^^ 

Anhydrous N,N-dimethylfomamide (200 ml), anhydrous triethylamine (12.1 ml), 
and 2 > 4-dicMoro-5,6-dimemyl-3-mtropyridine (16.05 g) were combined and 2-(3-pyridin- 
3-ylpropoxy)emylamine (14.4 g) was then added with stirring. The pale yellow reaction 

19 mixture was heated to 45 °C under a nitrogen atmosphere for 1 hour. HPLC analysis 

indicated that the reaction was sufficiently complete to proceed. The reaction mixture was 
allowed to cool and the solvent was removed under reduced pressure. The resulting oil 
was dissolved in ethyl acetate and washed twice: once with a saturated aqueous solution of 
ammonium chloride and once with water. The organic layer was then extracted 3 times 

15 with brine, dried with magnesium sulfate, and concentrated under reduced pressure. The 
product was passed through a silica gel column using 90/10 ethyl acetate/hexane as the 
eluant The resulting oil was dried under vacuum at 60 °C for 2 hours. NMR analysis 
indicated sufficient purity for use of the product in the next step. 
PartB 

20 23-dhnemyl-5-mtro^henoxy-N-[2K3^yri 

2-Methoxyethyl ether (diglyme) (50 ml) and sodium hydride (60% in oil) (5.77 g) 
were combined. Under a nitrogen atmosphere, a solution of phenol (13.58 g) and diglyme 
(250 ml) was added slowly over 10 minutes to allow for controlled gas evolution. 2- 
chloro-5,6^etoyl-3-mtio-N-^ C 5 ' 1 g) 

25 from Part A was then added and the reaction mixture "was heated to 90 °C. After 1.25 
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hours, the reaction mixture clouded and the temperature was increased to 110 °C. After an 
additional 3.75 hours, HPLC and TLC analysis indicated the reaction was complete. The 
reaction mixture was cooled and the solvent was removed under reduced pressure. The 
resulting oil was dissolved in ethyl acetate and washed once with 20% potassium 

5 hydroxide, once with IN potassium hydroxide, 3 times with water, and 3 times with brine. 
The combined organic layers were dried with magnesium sulfate and concentrated under 
reduced pressure. The residue was purified by flash chromatography over silica, eluting 
with 90/10 ethyl acetate/hexane. The fractions containing purified product were 
concentrated under reduced pressure and dried under vacuum at 70 °C overnight NMR 

10 analysis of the resulting yellow oil indicated sufficient purity for use of the product in the 
next step. 



PartC 



5,6-tomyl-2-phenoxy-NM2-^ 

Under anitrogen atmosphere, a solution of 2,3-dimemyl-5-nitro-6-phenoxy-N-[2- 
15 (3-pyridm-3-ylp ro poxy)emyl]pyridm4-amine(27.1 g) in toluene (300 ml) wasaddedto a 
Parr hydrogenation flask containing 5% platinum on carbon (10 g). After 4 hours at a 
hydrogen pressure of 207 kPa, the reaction was judged complete by HPLC and TLC 
analysis. The molecular weight and structure of the product were confirmed by LC/MS 
and NMR analysis, respectively. The reaction mixture was filtered through filter paper, 
20 Celite™, and magnesium sulfate. The filtrate was used in the next step. 
PartD 

2,6,7-trmethyl^henoxy^ 

A solution of 5,6^emyl-2i>henoxy-NM2<3-pyridm^ 
ylpropoxy)emyl]pyridme-3,4Huamine (12 g) in toluene (300 ml) from Part C was 

25 combmedwimpyridmeHCl(0.08g)andtriemylorthoacetate(8.4ml^ Under a nitrogen 
atmosphere, the reaction mixture was heated to reflux (99 °C) for 1.5 hours. TLC and 
HPLC analysis indicated that the reaction was complete. The solvent was removed under 
reduced pressure. The resulting yellow oil was dissolved in dichloromethane and washed 
once with saturated potassium carbonate, 3 times with water, and 3 times with brine. The 

30 combined organic layers were dried with magnesium sulfate and concentrated under 
reduced pressure. The resulting yellow oil darkened slightly after being dried under 
vacuum at 70 °C overnight The product was purified by column chromatography over 
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silica using 95/5 ethyl acetate/methanol as the eluant The product was dried and then 
triturated with diethyl ether to yield a white solid that was dried under vacuum at 80 °C 
overnight NMR analysis of the dried solid indicated a pure product 
PartE 

5 2,6,7-trimetoyl-l-[2-(3-pyri(h^ 

Under a nitrogen atmosphere, 2,6,7-tranemyl^phenoxy4-[2<3-pyridin-3- 
ylpropoxy)emyl]-li/-inndazo[4,5^]pyridine (4 g) from Part D and ammonium acetate (40 
g) were heated in a sealedtube to 150 °C. After 46.5 hours, NMR analysis indicated that 
only 7% of the starting material remained. The reaction mixture was cooled to ambient 

10 temperature, diluted with ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once with water. The organic layers were dried with magnesium sulfate and 
concentrated under reduced pressure. The resulting oil was triturated with 90/10 diethyl 
ether/toluene and the filtered solids were dried under vacuum at 45 °C. The pale yellow 
solid was dissolved in 10% hydrochloric acid and extracted 3 times with dichloromethane 

15 (DCM). Potassium hydroxide was added to the aqueous layer to bring the pH to 14, and 
this was subsequently washed 3 times with DCM. The combined organic layers were 
washed once with water, 3 times with brine, dried with magnesium sulfate, and 
concentrated under reduced pressure. The oil was purified by column chromatography 
over silica using 97/3 DCM/methanol as the eluant The oil was then triturated with 

20 diethyl ether/toluene and the resulting solid was recrystallized from ethyl acetate/hexane to 
yield 2,6J-trimemyl4-[2-(3-pyridm-3-ylpropoxy)emyl]-l^ 
amine, m.p. 108.6 - 109.5 °C. 

Analysis: Calculated for CigH^jO: %C, 65.49; %H, 7.52; %N, 20.10 
Found: %C, 65.69; %H, 7.58; %N, 20.36. 
25 'H NMR (300 MHz, DMSO-ds) 6 8.36 (dd, J = 6.2 , 4.7 Hz, 1H), 8.30 (d, J = 1.9, 1H), 
7.38 (dt J= 8.1, 1.9 Hz, 1H), 7.21 (dd, J = 7.8, 4.7 Hz, 1H), 5.78 (s, 2H), 4.44 (t J = 5.3 
Hz, 2H), 3.66 (t, J = 5.3 Hz, 2H), 3.29 (t, J = 6.2 Hz, 2H), 2.51 (s, 3H), 2.46 (t, J = 8.1 Hz, 
2H), 2.36 (s, 3H), 2.31 (s, 3H), 1 .70 (p, J = 7.0 Hz, 2H) 
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Example 11 

c]pyridin^-amine 




Part A 



rari t\ 

imidazo[4,5-c]pyridine 

A solution of S^-dimethyl^-phenoxy-^-P-CS-pyridin-S- 
10 ylpropoxyJethyllpyridine-S^amine (12 g) in toluene (300 ml) fromPart C of Example 
10 was concentrated under pressure to yield a pale yellow liquid. Under a nitrogen 
atmosphere, this product was combined with anhydrous pyridine (100 ml) and pyridine 
HC1 (0.08 g) and the reaction mixture was cooled to 0 »C in an ice bath. Ethoxyacetyl 
chloride was added dropwise to the reaction mixture over 5 minutes, which induced the 
15 formation of a precipitate and changed the color of the solution from clear to pale yellow. 
After 30 minutes, TLC and HPLC analysis indicated the reaction was complete. The 
reaction mixture was gently heated to reflux (100 °C) for 17.5 hours under a nitrogen 
atmosphere. The mixture was allowed to cool and was then concentrated under reduced 
pressure. The oil was dissolved in ethyl acetate and washed once with saturated potassium 
carbonate, 3 times with water, and 3 times with brine. The brownish red organic layer was 
purified by column chromatography over silica using ethyl acetate as the eluant. The 
resulting oil was triturated with diethyl ether and dried to yield a white solid. NMR and 
LC/MS analysis indicated sufficient purity for use of the product in the next step. 



20 



158 



WO 03/103584 



PCT/US03/17659 



PartB 

2<ethoxymethyl)-6,7-dime%l-l^ 
c]pyridin-4-amine 

Under a nitrogen atmosphere, 2-(ethoxyme1hyl)-6,7-dm^^ 

5 pyridm-3-ylpropoxy)et^ (4.6 g) from Part A and ammonium 

acetate (46 g) were heated in a sealed tube to 150 °C. After 65 hours, NMR analysis 
indicated that the reaction was complete. The reaction mixture was cooled to ambient 
temperature, dissolved in ethyl acetate, and washed 3 times with IN potassium hydroxide 
and once with water. The organic layers were dried with magnesium sulfate and 

10 concentrated under reduced pressure. The resulting residue was dissolved in 10% 
hydrochloric acid and washed 3 times with dichloromethane pCM). Potassium 
hydroxide was added to the aqueous layer to bring the pH to 14, and this was subsequently 
washed 4 times with DCM. The combined organic layers were washed twice with water, 
twice with brine, dried with magnesium sulfate, and concentrated under reduced pressure. 

1 5 The oil was purified by column chromatography over silica using 98/2 DCM/methanol as 
the eluant The oil was then triturated with ethyl acetate/hexane and the resulting solid 
was recrystallized from ethyl acetate/hexane to yield 2^ethoxymethyl)-6/7-dim^ 
(3-pyridm-3-ylpropoxy)e%^ as a white solid, m.p. 

78.0-78.5 °C. 

20 Analysis: Calculated for C 2 iH 2 9N 5 02: %C, 65.77; %H, 7.62; %N, 18.26 
Found: %C, 65,74; %H, 7.83; %N, 18.31. 

l H NMR (300 MHz, DMSO-do) 8 8.36 (dd, J - 3.1, 1.9 Hz, 1H), 8.30 (d, 1-1.9, 1H), 
7.39 (dt, J= 8.1, 1.9 Hz, 1H), 7.22 (dd, J - 7.5, 5.0 Hz, 1H), 5.81 (s, 2H), 4.70 (s, 2H), 4.55 
(t, J = 5.3 Hz, 2H), 3.69 (t, J = 5.6 Hz, 2H), 3.50 (q, J = 6.8 Hz, 2H), 3.30 (t, J = 5.9 Hz, 
25 2H), 2.46 ft J - 7.8 Hz, 2H), 2.39 (s, 3H), 2.31 (s, 3H), 1.70 (q, J - 6.9 Hz, 2H), 1.13 ft J 
= 6.9 Hz, 3H) 
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Example 12 
2,6,7-Trimemyl-l-[5<memyltMo)pen^ 




5 PartA 

A mixture of 2,4^ydroxy-5,6-toe&yl-3-nitropyridine (245 g, 1.33 mol) and 
phosphorous oxychloride (2.2 L) was heated at 85°C overnight. The bulk of the 
phosphorous oxychloride (1.75 L) was removed under reduced pressure to provide ablack 
oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 

10 5°C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromeihane 
(~3 L) and filtered to remove some black solids. The filtrate was washed with 10% 
- sodium carbonate and brine, dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 272 g of a light tan solid. This solid was recrystallized from 
heptane (2.5 mL/g) to provide 248 g of 2,4^icMoro-5,6^emyl-3-mtropyridine as large 

15 amber rods. 
PartB 

A solution of 5-amino-l-pentanol (28.03 g, 271.4 mmol) in N,N- 
dimethylformainide (200 mL) was added over a period of 45 minutes to a solution of 2,4- 
dicmoro-5,6-dimemyl-3-nitropyridhie (60.01 g, 271.4 mmol) mN^-dunethylformamide. 

20 The reaction was stirred overnight and then the N,N-dimethylformamide was removed by 
vacuum distillation The residue was dissolved in ethyl acetate (500 mL), washed with 
water (4 x 75 mL), dried over magnesium sulfate and then concentrated under reduced 
pressure. The crude product was dissolved in hot ethyl acetate (400 mL). Hexanewas 
added until a clear solution was obtained then the mixture was allowed to cool to ambient 

25 temperature. The resulting precipitate was isolated by filtration and washed with cold 
hexane to provide 26. 87 g of 5-[(2^hloro-5,6-dmemyW^ 
l-ol as a solid. An additional 4.41 g was isolated from the filtrate. 
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PartC 

Sodium hydride (6.63 g of 60%, 166 mmol) was added to chilled (0°C) anhydrous 
tetrahydrofaran (200 mL) and the mixture was allowed to stir for 15 minutes. A solution 
of phenol (15.07 g, 160 mmol) in tetrahydrofiiran (150 mL) was added dropwise over a 

5 period of 1 hour. A solution of 5-[(2-cMoro-5,6-dime1hyl-3-nitropyridin-4- 

yl)amino]pentan-l-ol (31.723 g, HOmmol) in tetrahydrofuran (150 mL) was added 
dropwise over a period of 30 minutes while maintaining the reaction temperature at 0°C. 
The reaction mixture was allowed to warm to ambient temperature and then it was heated 
at reflux overnight. Analysis by thin layer chromatography indicated that the reaction was 

10 50-60% complete. An additional equivalent of phenoxide was prepared and added to the 
reaction mixture at ambient temperature; then the reaction mixture was heated at reflux 
overnight The reaction mixture was concentrated under reduced pressure. The residue 
was dissolved in ethyl acetate (300 mL); washed sequentially with water (2 X 50 mL), 5% 
sodium hydroxide (2 x 50 mL)) and IN sodium hydroxide (2 x 50 mL); dried over 

15 magnesium sulfate and then concentrated under reduced pressure. The residue was 
divided into two portions and purified by column chromatography (450 g of silica gel 
eluting with 1 :1 hexanesrethyl acetate to 1 :3 hexanesrethyl acetate) to provide 38.13 g of 
5-[(2,3^ime1hyl-5-nitro-6-phenoxypyridin-4-yl)amm 
PartD 

20 Thionyl chloride (10.72 mL, 147 mmol) was added dropwise to a mixture of 5- 

[(2,3-dimethyl-5-nitro-6-pte (34.0 g, 98 mmol) and 

dichloromethane (250 mL). The reaction mixture was heated at reflux for 2 hours and 
then it was placed in an ice bath and quenched with water. The reaction mixture was 
concentrated under reduced pressure. The residue was combined with water (300 mL). 

25 Solid sodium bicarbonate was slowly added to pH 10; then the mixture was extracted with 
ethyl acetate (250 mL). The extract was washed sequentially with saturated sodium 
bicarbonate (2 x 100 mL) and brine (1 x 100 mL), dried over magnesium sulfate and then 
concentrated under reduced pressure to provide 30.96 g of i\T-(5-chloropentyl>-2,3- 
dimethyl-5-nitro-6-phenoxypyridin-4-amine. 

30 PartE 

A solution ofiV-(5-cWoropentyl)-2,3-<fe 
(30.86 g, 85 mmol) in toluene (200 mL) was added to a Parr vessel containing a mixture of 
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hydrogen pressure (30 psi, 2.0 X 10 5 Pa) and allowed to shake overnight The reaction 
mixture was filtered throughalayer of CeUte® filteraid. The filtrate was concentrated 
under reduced pressure to provide 24.97 g of ^(5-cWoropentyl)-5,6-<iiniethyl-2- 
5 phenoxypyridme-3 ^diamine as a thick off white oil. 
PartF 

Pyridine hydrochloride (2 g) and trimethyl orthoacetate (10.5 mL, 82 mmol) were 
added to a solution of JV^S-cMoropei^ 

(24 97 g, 75 mmol) in anhydrous tetrahydrofuran (200 mL). The reaction mixture was 
L0 heated at reflux for 25 hours, cooled to ambient temperature and then concentrated under 
reducedpressure. The residue was dissolved in hot ethyl acetate, titrated with hexanes and 
then cooled. The resulting precipitate was isolated by filtration and then it was dissolved 
in ethyl acetate (3 00 mL), washed with water (2 x 100 mL) and with brine (1 x 100 mL), 
dried over magnesium sulfate and then concentrated under reducedpressure to provide 
15 21.09 g0 f HS-cMorcpentyl^^ 
PartG 

Sodium tbiomethoxide (1.5 g, 21 mmol) was added to a solution of l-(5- 

chloropentyl>2,6,7-tr^^^^ < 7 - 00 g ' 19 ^ * 

anhydrous N,N-dhnethylformamide (80 mL). The reaction mixture was stirred at ambient 
20 temperature for 1.5 hours, then it as quenched with water and extracted with ethyl acetate 
(250mL). Theextractwas washed wim water (5 X 50 mL), dried over magnesium sulfete 
andmenconcentmtedunder^^ 
(mefoylMo)pentyl]^phenoxy4^ 

PartH 

25 Ammonium acetate (25 g) and 2,6,7-trimemyl4-[Mmemylthio)pentyll-4- 

phenoxy4ff-imidazo[4,5- C ]pyridme (2.75 g, 7.45 mmol) were combined and heated at 
160°C overnight. The reaction mixture was cooled to 0°C and then diluted with water (50 
mL). The pH was adjusted to >1 3 wim 15% sodium hydroxide and then the mixture was 
extracted with chloroform (2 x 100 mL). The combined extracts were dried over 

30 magnesium sulfate and then concentrated under reduced pressure. The residue was 

purified on deactivated silica gel (triemylamine) eluting with 2% methanol in chloroform 
m d then recrystallized from ethyl acetate/hexanes to provide 1.089 g of 2,6,7-trimethyl-l- 
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[5<m c^mo)penm-lH-^6 a zo[^]vyd^^ as an off white solid, m.p. 121- 
122°C 

Analysis: Calculated for C«: SC. 61-61; %H, 8.27; %N, 19.16; Found: %C, 61.40; 
%H, 8.43; %N, 18.92. 

Example 13 

W -Trimethyl-l-[5^^^ 




10 PartA . 

Benzenethiol (2.42 mL, 23.6 mmoQ was added dropwise to a suspension of sodium 
hydride (0.944 g of 60%, 23.6 mmol) in anhydrous N^-dimethylformamide (50 mL) and 
stirred until a clear solution was obtained A solution of l-(5-chloropentyl)-2,6,7- 
tri m emyl^ph e nox y 4H-Mdazo[4> C ]p^dine(6.5 g, 18.2 mmol) in anhydrous N,N- 
15 dimethylformamide (50 mL) was added dropwise. The reaction mixture was stared at 
ambient temperature for 2 hours, then it was quenched with water and extracted with ethyl 
acetate (300 mL). The extract was washed with water (5 x 75 mL), dried over magnesium 
sulfate and then concentrated under reduced pressure to provide 7.20 g of 2,6,7-trimethyl- 
4-phenoxy4-[5^henyltmo)p^ 
20 PartB 

Ammonium acetate (25 g) and 2,6,7-trimethyl-4-phenoxy-l-[5- 

(phenylthio)penty^ (2- 50 & 5 ' 80 We COmbined "* 

heated at 160°C in a sealed tube for 2 days. The reaction mixture was cooled to ambient 
temperature and diluted with water (100 mL). Sodium hydroxide (15%) was added and 
25 the mixture was extracted with chloroform (2 x 150 mL). The combined extracts were 
dried over magnesium sulfate and then concentrated under reduced pressure. The residue 
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was 



5 



purified by column chromatography (silica gel eluting with 2% methanol in 
chloroform) followed by recrystallization from methanoydichloromethaiie/hexanes to 
provide 2,6,7-trimemyM-[5-(ph^ ** " 

off white powder, m.p. 181-183°C. 

Analysis: Calculated for CrfMVfc %C 67.76; %H, 7.39; %N, 15.8; Found: %C, 67.41; 
%H, 7.53; %N, 15.54. 

Example 14 

l-[2<2-Aminoemoxy)emy^ 



10 




Part A 

Under a nitrogen atmosphere, a solution of 2<2-aminoethoxy)ethanol (27.8 mL, 
277 mmol) in tetrahydrofuran (1 80 mL) was cooled to O'C. Sodium hydroxide (140 mL 
15 of 2N) was added. A solution of di-tert-butyl dicarbonate (60.27 g, 277 mmol) in 

tetrahydrofuran (1 80 mL) was added dropwise over a period of 1 hour with rapid stirring. 
The reaction was allowed to warm to ambient temperature and stir overnight. The 
teteahydrofuran was removed under reduced pressure. The pH of the resulting slurry was 
adjusted to ~3 by adding sulfuric acid (150 mL of 1M). The mixture was extracted with 
20 ethyl acetate (6 x 100 mL). The combined extracts were washed with water (2 x 100 mL) 
and brine (1 x 100 mL), dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 48.53 g of tert-butyl 2-(2.hydroxyethoxy)emylcarbamate as a 

colorless oil. 
PartB 

25 Under a nitrogen atmosphere, a solution of fert-butyl 2-(2- 

hydroxyethox^ethylcarbamate (48.53 g, 236 mmol) in anhydrous dichloromethane (1 L) 
was cooled to 0°C. Triethylamine (49.4 mL, 354 mmol)) was added. Methanesulfonyl 
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chloride (20.10 mL, 260 mmol) was added dropwise over aperiod of 10 minutes. The 
reaction was allowed to warm to ambient temperature and stir overnight. The reaction was 
quenched with saturated sodium bicarbonate solution (500 mL). The organic layer was 
washed with water (3 x 500 mL) and brine (1 x 500 mL), dried over sodium sulfate and 
5 then concentrated under reduced pressure to provide 66.9 g of 2- (2-[(rerf- 
butoxycarbonyl)amino]ethoxy}ethyl methanesulfonate as a brown oil. 
PartC 

Sodium azide (16.8 g, 259 mmol) was added to a solution of 2-{2-[(tert- 
butoxycarbonyl)amino]ethoxy}ethyl methanesulfonate (66.9 g, 236 mmol) in N,N- 

10 dimethylformamide (400 mL). The reaction was heated at 90°C for 1.5 horns. The 

reaction mixture was allowed to cool to ambient temperature, diluted with cold water (500 
mL) and then extracted with diethyl ether (4 x 300 mL). The combined extracts were 
washed with water (4 x 100 mL) and brine (1 x 200 mL), dried over magnesium sulfate 
and then concentrated under reduced pressure to provide 52 g of tert-butyl 2-(2- 

15 azidoethoxy)ethylcarbamate. 
PartD 

A solution of tert-butyl 2<2-a2idoethoxy)ethylcarbamate (52 g, 226 mmol) in 
methanol (500 mL) was added to aParr vessel containing 10% palladium on carbon (4 g) 
which had been wetted with toluene (30 mL). The mixture was placed under hydrogen 

20 pressure (30 psi; 2.0 X 10 5 Pa). After 18.5 hours analysis by thin layer chromatography 
indicated that the reaction was not complete. Catalyst (0.5 g) was added and the 
hydrogenation was continued for an additional 4 hours. The reaction mixture was filtered 
through a layer of Celite® filter aid and a glass wool filter pad. The filter cake was rinsed 
with a mixture of isopropanol and methanol. The filtrate was concentrated under reduced 

25 pressure to provide rerf-butyl 2<2-aminoethoxy)ethylcarbamate. 
PartE 

A mixture of 2,4-dmyaroxy-5,6^emyl-3-nitropyridine (245 g, 1.33 mol) and 
phosphorous oxychloride (2.2 L) was heated at 85°C overnight. The bulk of the 
phosphorous oxychloride (1 .75 L) was removed under reduced pressure to provide a black 
30 oil. The oil was poured into water (2.5 L) and the mixture was cooled in an ice bath to 
5 8 C. The resulting tan precipitate was isolated by filtration, dissolved in dichloromethane 
(~3 L) and filtered to remove some black solids. The filtrate was washed with 10% 
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sodium carbonate and brine, dried over magnesium sulfate and then concentrated under 
reduced pressure to provide 272 g of a Hght tan solid. This solid was recrystallized ftom 
heptane (2.5 mL/g) to provide 248 g of 2^dicWoro-5,6^emyl-3-nitropyridine as large 
amber rods. 
5 PartF 

Under a nitrogen atmosphere, a solution of rert-butyl 2-(2- 
aniinoethoxy)ethylcarbamate (23.1 g, 113 mmol) mN^-dimethylformamide (100 mL) 
was added over a 1 hour period to a solution of 2,4^cWoro-5,6-dime%l-3-mtropyridine 
(25.02 g, 113 mmol) in N^-dimethylformamide (400 mL) containing triemylamine (24 

10 mL, 175 mmol). The reaction mixture was allowed to stir at ambient temperature 
overnight The N,N-dimemylformamide was removed under reduced pressure. The 
residue was dissolved in ethyl acetate (500 mL), washed with water (3 x 100 ml), dried 
over magnesium sulfate, and then concentrated under reduced pressure. The residue was 
purified by column chromatography (450 g of silica gel eluting sequentially with 3/1 

15 hexanes/ethyl acetate (1.2 L), 2/1 hexanes/ethyl acetate (1.2 L), and 1/1 hexanes/ethyl 
acetate (1 L)) to provide 20.67 g of ferf-butyl 2-{2-[(2-cWoro-5,6-dimethyl-3-nitropyridin- 
4-yl)amino]ethoxy}ethylcarbamate. 
PartG 

Phenol (5.33 g, 56.63 mmol) was added in small portions over a period of 10 
20 minutes to a chilled (0°) suspension of sodium hydride (2.39 g of 60%, 59.75 mmol) in 
anhydrous tetrahydrofuran (100 mL). After the addition was complete, the reaction was 
allowed to stir at 0° for 30 minutes. A solution tert-butyl 2-{2-[(2-cMoro-5,6-dimethyi-3- 
mtropyridm-4-yl)ammo]ethoxy} ethylcarbamate (20.67 g, 53.16 mmol) in tetrahydrofuran 
(100 mL) was added over a period of 1 hour while maintaining the temperature at 0°C. 
25 The ice bath was removed and the reaction mixture was heated to reflux. At 46 and 52 
hours additional fresh sodium phenoxide (11.3 mmol) was added. Refluxing was 
continued for 2 hours after the second addition. The reaction mixture was diluted with 
ethyl acetate (500 mL); washed sequentially with water (3 x 100 mL), IN sodium 
hydroxide (2 x 100 mL), and brine; dried over magnesium sulfate and then concentrated 
30 under reduced pressure. The residue was purified by column chromatography (450 g of 
silica gel eluting with 1/1 hexanes/ethyl acetate) to provide 19.85 g of tert-butyl 2-{2- 
[(2,3-dmethyl-5-mtro-6-phenoxypyrid^ 
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PartH 

A solution of of tert-butyl 2-{2-[(2,3-dimethyl-5-nitro-6-phenoxypyridin-4- 
yl)anuno]emoxy}emylcarbamate (15.34 g, 34.35 mmol) in absolute ethanol (500 mL) was 
combined with 5% platinum on carbon (12.02 g) in a Parr vessel and placed under 

5 hydrogen pressure overnight. The reaction mixture was filtered through a layer of Celite® 
filter aid. The filtrate was concentrated under reduced pressure. The resulting residue was 
purified by column chromatography (250 g of silica gel eluting with 1/1 ethyl 
acetate/hexanes) to provide 11.21 g of fert-butyl 2-{2-[(3-ammo-5,6-dimethyl-2- 
phenoxypyridm^-yl)amino]ethoxy} elhylcaibamate. 

10 Parti 

Trimethyl orthoacetate (3.55 mL, 28.27 mmol), tert-butyl 2-{2-[(3-amino-5,6- 
<umethyl-2-phenoxypyridm^ C 11 - 21 & 26 - 92 lanw 1 ). 

pyridine hydrochloride (1.12 g) and toluene (120 mL) were combined and heated at reflux 
for 2.5 hours. The reaction mixture was concentrated under reduced pressure. The residue 
15 was dissolved in ethyl acetate (300 mL), washed with water (3 x 100 mL) and brine (1 x 
100 mL), dried over magnesium sulfate and then concentrated under reduced pressure to 
provide 9.85 g of tert-butyl 2-[2-(2,6,7-trimemyl-4-phenoxy-lH-imidazo[4,5^]pyri 
yl)ethoxy]ethylcarbamate. 
Part J 

20 A mixture of ammonium acetate (100 g) and fert-butyl 2-[2-(2,6,7-trimethyl-4- 

phenoxy4ff-inti<iazo[4,5-c]pvri^ ( 9 - 85 g) was heated 84 

160°C for 18.5 hours. The reaction mixture was diluted with water (100 mL), made basic 
(pH 13) with 15% sodium hydroxide (160 mL), saturated with sodium chloride and then 
extracted with chloroform (9 x 100 mL). The combined extracts were dried over 

25 magnesium sulfate and then concentrated under reduced pressure. Analysis by high 
performance liquid chromatography and NMR showed mat the residue contained about 
13%ofN-{2-[2,6,7-trmerayl-4-phenxoy 

yl)ethoxy]emyl}acetamide. The residue was combined with ammonium acetate (71 g) in a 
pressure vessel and heated at 160°C for 20 hours. The reaction was worked up as before. 
30 Residual ammonium acetate was removed by sublimation (high vacuum at 35°C) to 
provide 7.36 g of N-{2-[4-amino-2,6 J-trmretoyl-lF-inu<iazo[4,5-c]pyridin-l- 
yl>thoxy]ethyl} acetamide. 
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PartK 

N- {2-[4-ainmo-2,6 J-trime%14/f-imidazo[4,5-c]pyridin- 1- 
yl)emoxy]etoyl}acetamide (7.36 g), concentrated hydrochloric acid (45 mL) md absolute 
ethanol (100 mL) were combined and heated at 90°C. After 26.5 hours additional 

5 concentrated hydrochloric acid (2 mL) was added. The reaction was stopped after 29 
hours and concentrated under reduced pressure. In order to remove excess hydrochloric 
acid, the residue was twice diluted with ethanol (100 mL) and concentrated under reduced 
pressure. The residue was dissolved in water (100 mL) and washed with chloroform (3 x 
50 mL). The aqueous layer was adjusted to pH 2:12 with 15% sodium hydroxide, 

10 saturated with solid sodium chloride and then extracted with chloroform (9 x 100 mL). 
The combined extracts were dried over magnesium sulfate and men concentrated under 
reduced pressure. The residue was purified by column chromatography (100 g of silica 
gel eluting with 4% methanol in chloroform containing 1% tiiethylamine) to provide 4.18 
g of l-[2-(2-ammoemoxy)emyl]-2,6,7-trm^ as a 

15 white powder, m.p. 130-133°C. 

Analysis: Calculated for C13H21N5O • 0.03 HC1: %C, 59.05; %H, 8.01; %N, 26.48; Found: 
- %C, 58.70; %H, 7.99; %N, 26.37. 

l H NMR (300 MHz, CDCI3) 8 4.79 (s, 2 H), 4.43 (t, J = 5.6 Hz, 2 H), 3.75 (t, J = 5.3 Hz, 2 
H), 3.38 (t, J = 5.3 Hz, 2 H), 2.78 (t, J = 5.3 Hz, 2 H), 2.59 (s, 3 H), 2.43 (d, J = 6.9 Hz, 6 

20 H),1.07(bs,2H); 

MS(CI)m/e264(M+H) 
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Example 15 

i^{2-[2<4-Ammo-2,6J-^ 

yl)ethoxy]ethyl}moipholiiie-4-caiboxaniide 




5 

Under a nitrogen atmosphere, 4-morpholinecarbonyl chloride (370 uL) was added 
to a solution of l-[2K2-aiimioetho^ 

amine (0.757 g) in chloroform (1 1 mL) and triemylamine (520 uL). The reaction mixture 
was stirred at ambient temperature for about 3 hours; then it was diluted with chloroform 

10 (20 m L)andwashedwimsaturated S odiumbicarbonatesolution. The organic layer was 
dried over magnesium sulfate and concentrated under reduced pressure. The crude 
product was recrystallized from acetonitrile and dried in a vacuum oven at 60°C for 24 
hours to provide 0.7014 g of ^{2.[2<4-ammo-2A7-trimethyl- W-imi(lazo[4,5-c]pyridin- 
l.yl)emoxy]ethyl}morpholine-4^arboxamide as a white powder, m.p. 205-207°C. 

15 Analysis: Calculated for dOWOs • 0.05 HC1: %C, 57.15; %H, 7.47; %N, 22.22; 
Found: %C, 56.75; %H, 7.47; %N, 21.98. 

>H NMR (300 MHz, CDCU) 5 4.80 (s, 2 H), 4.45 (t, J = 5.3 Hz, 2 H), 4.30 (s, 1 H), 3.75 (t, 
J = 4.9 Hz, 2 H), 3.62 (t, J = 4.9 Hz, 4 H), 3.44 (t, J = 4.7 Hz, 2 H), 3.34 (m, 2 H), 3.09 (t, J 

- 4.7 Hz, 4 H), 2.57 (s, 3 H), 2.43 (d, J - 3.1 Hz, 6 H); 
20 MS(CI)m/e377(M+H) 
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Example 16 

iH2-[2-(4-Ammo^ 

methylpropanamide 




Under a nitrogen atmosphere, isobutyryl chloride (330 uL, 3.15 nnnol) was added 
to a solution of l-[2^2-annnoethoxy)ethyl]-2^^ 

amine (0.757 g, 2.875 mmol) in chlorofonn (11 mL) and triethylamine (520 uL, 3.78 
mmol). The reaction mixture was stirred at ambient temperature for about 3 hours; then it 

10 was diluted with chloroform (20 mL) and washed with saturated sodium bicarbonate 
solution. The organic layer was dried over magnesium sulfate and concentrated under 
reduced pressure. The residue was purified by column chromatography (10 g of silica gel 
eluting with 2% methanol in chloroform containing 0.5% triemylamine) to provide 0.3486 
g of iV-{2-[2K4-ammo-2,6,7-trime^ 

15 methylpropanamide as a solid, m.p. 179.5-182°C. 

Analysis: Calculated for C17H27N5O2 • 0.06 HC1: %C, 60.84; %H, 8.13; %N, 20.87; 
Found: %C, 60.67; %H, 7.89; %N, 20.57. 

l HNMR(300 MHz, CDCI3) 5 5.23 (bs, 1 H), 4.93 (bs, 2 H), 4.44 (t, J - 5.3 Hz, 2 H), 3.74 
(t, J = 5.6 Hz, 2 H), 3.42 (t, J - 5.3 Hz, 2 H), 3.32 (m, 2 H), 2.58 (s, 3 H), 2.44 (d, J = 8.1 
20 Hz, 6 H), 2.15 (quintet, J = 6.7 Hz, 1 H), 1.04 (d, J = 6.8 Hz, 6 H); 
MS(CI)m/e334(M+H). 

In the examples below the compounds were purified either by preparative high 
performance liquid chromatography (Method A) or by flash chromatography (Method B). 
25 In Method A the compounds were purified by preparative high performance liquid 

chromatography using a Waters Fraction Lynx automated purification system. The prep 
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HPLC fiactions were analyzed usingaMicromass LC-TOFMS and the appropriate 
fractions were combined and centrifuge evaporated to provide the trifluoroacetate salt of 
the desired compound. Column: Phenomenex Luna C18(2), 21.2 x 50 mm, 10 micron 
particle size, 100A pore; flow rate: 25 nuVmin.; non-linear gradient elution from 5-95% B 
5 in 12 min, then hold at 95% B for 2 min., where A is 0.05% trifluoroacetic acid/water and 
B is 0.05% trifluorbactic acid/acetonitrile; fraction collection by mass-selective triggering. 

In Method B the compounds were purified by flash chromatography using a 4 g 
silica gel cartridge (RediSep, ISCO, 230-400 mesh, 6.25 cm x 1.27 cm diameter) attached 
to a gradient pump system, 254 ran UV detector and fraction collector (ISCO CombiFlash 
10 SglOOc system). The column was equilibrated with dichloromethane and the reaction 
mixture was injected onto the column. The mixture was eluted at 30 mUminute, with a 
gradient program consisting of 100% dichloromethane for 12 seconds, a linear gradient to 
10 % methanol/dichloromethane over 1 niinute and holding at 10% 
methanol/dichloromethane to elute the desired compound. Fractions were examined by 
15 thin layer chromatography and those containing the desired compound were pooled and 
evaporated. In cases where the reaction mixture was a suspension, the mixture was treated 
with -125 mg of tris-(aminoethyl)amine polystyrene (Argonaut PS-Trisamine, 3.85 
meq/g), shaken for several minutes and then filtered prior to injection into the column. 

20 Examples 17-32 

The compounds in the table below were prepared using the following method. The 
appropriate acid chloride (1.1 eq.) was added to a test tube containing a solution of l-[2- 
(2-ammoefooxy)emyl]-2,6,7-trim^ ( 25 m S) m 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 

25 ambient temperature overnight (-18 hours). The solvent was removed by vacuum 

centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 
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NH 2 

0 


Example 
Number 


Re 


Accurate Mass 
(observed) 


Purification 
Method 


17 


butyl 


348.2391 


B 


18 


phenyl 


368.2095 


B 


19 


cyclohexyl 


374.2520 


B 


20 


benzyl 


382.2239 


B 




4-fluorophenyl 


386.1984 


B 


22 


2-thienylmethyl 


388.1808 


B 


23 


4-cyanophenyl 


393.2031 


B 


24 


3-cyanophenyl 


393.2025 


B 


25 


2-phenylethyl 


396.2413 


B 


26 


3-methoxyphenyl 


398.2194 


B 


27 


4-metb.oxyphenyl 


398.2173 


B 


28 


2-chloro-5-pyridyl 


403.1654 


B 


29 


benzyloxymethyi 


412.2364 


B 


30 


2-naphthyl 


418.2225 


B 


31 


3-tiifluoromethylphenyl 


436.1938 


B 


32 


4-trifluoromethoxyphenyl 


452.1924 


B 



172 



WO 03/103584 



PCT/US03/176S9 



Example 33 

yl)emoxy]emyl}-2-phenylcyclopropanecarboxamide 
NH 2 




0 

V 



Using the method of Examples 17 - 32, trans-2-phenylcyclopropylcarbonyl 
chloride was reacted with H 2<2-ammoefooxy)e^^ 
c] P yridin-4-amme to provide the desired compound. The product was purified using 
Method B. The observed accurate mass was 408.2392. 

Examples 34 -50 

The compounds in the table below were prepared using the following method. The 
appropriate sulfonyl chloride (1.1 eq.) was added to a test tube containing a solution of 1- 

w?****^^ (25 mg) m 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-18 hours). The solvent was removed by vacuum 
centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification melhod that was used for that particular compound. 
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\ H 

R a 




Example 
Number 


Ra 


Accurate Mass 
{pDservecL/ 


Purification 
Method 


34 


ethyl 




A 


35 


1-methylethyl 


17A 1QH1 


A 


36 


butyl 




A 


37 


phenyl 


AAA 1 767 


B 


DO 


2-thienvl 


410.1327 


B 


39 


benzyl 


418.1900 


A 


40 


3-fluorophenyl 


422.1646 


B 


41 


4-cyanophenyl 


429.1709 


B 


42 


3-cyanophenyl 


429.1704 


B 


43 


4-methoxyphenyl 


434.1857 


B 


44 


2,4-difluorophenyl 


440.1559 


B 


1 45 


1-naphthyl 


454.1910 


B 


46 


2-naphfhyi 


454.1916 


B 


47 


4-trifluoxomethylpheiiyl 


472.1639 


A 


48 


4-biphenyl 


480.2050 


A 


49 


4-methylsulfonylphenyl 


482.1506 


A 


50 


4-trifluoromethoxyplienyl 


488.1624 


A 
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Example 51 

jV"-{2-[2-(4-Anmio-2,6J-tefo^^ 

dimethylsulfamide 




Using the method of Examples 34 - 50, dimethylsulfamoyl chloride was reacted 
whn l-[2<2-anunc>etbx>xy)e^ 

provide the desired compound. The product was purified using Method A. The observed 
accurate mass was 371.1861. 

Example 52 

N-{2-[2<4-Anuno-2,6,7-trimemyl-inudazo[4,5^ 

dimethyl-2<»xo-bicyclo[2.2.1]hept-l-yl)memanesulfonamide 



15 




Using the method of Examples 34 - 50, D-(+)-10-camphorsulfonyl chloride was 
reacted with l-[2<2-ammoemoxy)eAyl]-2,6,7-tr^ 
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amine to provide the desired compound. The product was purified using Method A. The 
observed accurate mass was 478.2455. 

Example 53 

5 ^{2-[2^4-Amino-2,6,7-trimethyl-lH-inu 

(dimethylamino)phenyl]diazenyl}benzenesulfonam 




Using the method of Examples 34 - 50, 4Klimethylaminoazobenzene-4' -sulfonyl 
10 chloride was reacted with l-[2<2-aminoethoxy)ethyi]-2,6 J-trimethyl-lif-imidazo[4,5- 
c]pyridin-4-amine to provide the desired compound. The product was purified using 
Method A. The observed accurate mass was 551.2551. 

Examples 54 -68 

15 The compounds in the table below ware prepared using the following method. The 

appropriate isocyanate (1.1 eq.) was added to a test tube containing a solution of l-[2-(2- 
aminoethoxy)ethyl]-2,6 J-trimethyl-l#-inri^ (25 mg) in 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-18 hours). The solvent was removed by vacuum 

20 centrifugation. The table below shows the structure of the free base (compounds purified 
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by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 



NH, 



-N 



Example 
Number 


Ra r 


Accurate Mass 
(observed) 


Purification 
Method 


54 


1-methylethyl 


349.2360 


B 1 


55 


1,1-dimethylethyl 


363.2506 


B 


56 


butyl 1 


363.2511 


B | 


57 


phenyl 


3832200 


B ~j 


r 58 


cyclohexyl 


389.2638 


A 

A 1 


r 59 


ethoxycarbonylmelhyl | 


393.2236 




| 60 


3-cyanophenyl 


408.2141 


A 


I 61 


3-methoxyphenyl 


1 413.2319 


A 


62 


3-acetylphenyl 


425.2293 


A 


h 63 


4-(dimemylamino)phenyl 


] 426.2644 


a" 


64 


3r(me1hylthio)phenyl 


429.2057 


A 1 


| 65 


2,4-dimethoxyphenyl 


443.2390 


A 


66 


phenylsulfonyl 


| 447.1819 


A 


67 


4-methylphenylsulfonyl 


| 461.1969 


A 


1 68 


2-chlorophenylsulfonyl 


481.1418 


A 



5 
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Example 69 

^2-[2<4-Ammo-2,6,7-tr^^ 

yl)ethoxy]ethyl}moipholine-4-carboxamide 

Vh 

5 Using the method of Examples 54 - 68, 4-morpholinecarbonyl chloride was 

reacted wiml-[2<2-ammoe^^ 

arninetoprovidethedesiredcompound. The product was purified using Method A. The 
observed accurate mass was 377.2295. 

10 

Example 70 

iH2-[M4-Ammo-2^^^ 

[(li?*^Sf>2-phenylcyclopropyl]urea 




15 Using the method of Examples 54 - 68, trans-2-phenylcyclopropyl isocyanate was 

reacted with H 2<2-ammoethoxy)eW^ 
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amine to provide the desired compound. The product was purified using Method A. The 
observed accurate mass was 423.2508. 

Example 71 

5 iV42-[2<4-Am^ 

methyl-JV-phenylurea 
NH 2 




0 x K n 



•N 
O \ 




Using the method of Examples 54 - 68, N-mefoyl-N-phenylcarbamoyl chloride 

10 was reacted with l-^-aminoefi^^ 

amine to provide the desired compound. The product was purified using Method A. The 

observed accurate mass was 397.2343. 

Examples 72 -76 

15 The compounds in the table below were prepared using the following method. The 

appropriate isothiocyanate (1.1 eq.) was added to a test tube obtaining a solution of l-[2- 
(2-ammoemoxy)emyl]-2A7-trimemyl-l/f-innto (25 mg) in 

chloroform (5 mL). The test tube was capped, vortexed and then placed on a shaker at 
ambient temperature overnight (-18 hours). The solvent was removed by vacuum 

20 centrifugation. The table below shows the structure of the free base (compounds purified 
by Method A were isolated as trifluoroacetate salts), the observed accurate mass and the 
purification method that was used for that particular compound. 
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Example 
Number 




Accurate Mass 
(observed) 


Purification 
Method 


72 


3-(dimethylamino)propyl 


436.2851 


A 


73 


phenyl 


399.1946 


A 


74 


2-furoyl 


417.1715 


A 


75 


2-phenylemyl 


427.2289 


A 


76 


4-methoxyphenyl 


429.2057 


A 



Example 77 

tf-{2-[2-(4-Anm^ 

yl)ethoxy]ethyl}met!mesulfonainide 
NH 2 




Under a nitrogen atmosphere, methane sulfonic anhydride (550 mg) was added to a 
solution of l-[2<2-ammoethoxy)e^ 

(757 m& 2.875 mmol), triethylamine (520 \iL) and chloroform (11 mL). The reaction 
10 mixture was allowed to stir at ambient temperature for about 3 hours. The reaction 
mixture was diluted with chloroform (20 mL) and washed with saturated sodium 
bicarbonate solution (10 mL). The organic layer was dried over magnesium sulfate and 
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then concerted under reduced pressure to provide crude product as a UghtyeUowod. 
The oil was purified by column chromatography (10 g of silica gel eluting Willi 2% 
methanol in chloroform containing 0.5 % triethylamine). The fractions containing 
product were combined and concentrated under reduced pressure. The residue was 
purified using Method A described above to provide 0.2753 g of N-{2.[2-^^o-2fi,l. 
trimefcyUtf-inrid^^ 

Example 78 

l-[5^emanesulfonyl)pen^^ 




3-Chloroperoxybenzoic acid, available as an approximately 75% pure mixture 
(mCPBA) (2.727 g, 15.80 mmol) was slowly added to a solution of 2,6 ,7-trimethyl-l-[5- 

(memyldno^^ C 1 * 2 4 ' 938 

in Example 12, in dichloromethane (60 mL), and the reaction was stirred for three hours. 

15 The volatile* were removed under reduced pressure, and the residue was dissolved in 
dichloromethane (100 mL). The solution was washed with 10% aqueous sodium 
hydroxide (2 x 1 00 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure. The product was recrystallized first from a mixture of dichloromethane, 
hexanes, and ethanol and secondly from a mixture of methanol, ethyl acetate, and hexanes 

20 to provide 0.738 g of l-[5<mefoanesulfony^ 

c ]pyridm4-ammeasasoUd,m.p.l99-200'C. Analysis: Calculated for CiAMO*: 
o/oC 55.53; %H, 7.45; %N, 17.27; KB 9.88. Found: %C, 55.17; %H, 7.67; %N, 16.99; 



%S 9.75. 
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Example 79 



l-[5-(Beiizenesulfonyl)pentyl]-2,6,7-tri^^ 



The reaction was carried out as described in Example 78 with the following 
5 exceptions. mCPBA (2.01 g, 1 1.65 mmol) was added to a solution of 2,6,7-trimethyl-l- 
[5-(phenylthio)pentyl]-lJ«mito (1-32 g, 3.72 mmol), described 

in Example 13, in dichloromethane (100 mL). The crude product (1 .45 g) was purified by 
column chromatography on silica gel (eluting sequentially with 99:1 
dichloromethanennethanol and 95:5 dichloromethanemethanol) to provide 0.245 g of 1- 
10 [5-(benzenesulfonyl)pentyl]-2,6,7-^ as a solid, 

m. p. 166-167 °C. Analysis: Calculated for C20H26N4O2S: %C, 62.15; %H, 6.78; %N, 
14.05; %S 8.30. Found: %C, 61.83; %H, 6.69; %N, 14.39; %S, 7.98. 




NH 2 
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Example 80 

H 2-(Benzyloxy)eW^ 

U 




Part A 

5 Aqueous sodium hydroxide (5 10 mL of 2 M) was added to a solution of ethanol 

amine(61.0g, 1.00 mol) m tetrahydrofuran (500 mL). The temperature of the reaction 
was maintained at 25 °C using a water bath. A solution of di-tert-butyl dicarbonate (218 
g, 1.00 mol) in tetrahydrofuran (500 mL) was added dropwise over aperiod of one hour 
with rapid stirring, and a white precipitate formed. The reaction was stirred for 17 hours, 

10 and the tetrahydrofuran was removed under reduced pressure. The pH of the resulting 
slurry was adjusted to ~2 by adding sulfuric acid (550 mL of 1M), and the resulting clear 
" so lutionwasex1xactedwithethylacetate(3x500mL). The combined extracts were 
washed thrice with water and twice with brine, dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 142.2 g of fert-butyl 2- 

1 5 hydroxyethylcarbamate as a colorless oil. 
PartB 

Benzyltrimethylammonium chloride (4.61 g, 24.8 mmol) was added to a mixture 
of fert-butyl 2-hydroxyethylcarbamate (40.0 g, 248 mmol), dichloromethane (600 mL), 
and 50% aqueous sodium hydroxide (400 mL). Benzyl bromide (29.5 mL, 248 mmol) 
was then added, and the reaction was stirred for three hours. Ice water was added (1 L), 
and the aqueous solution was extracted with chloroform (5 x). The combined organic 
solutions were washed with water (2 x) and brine (3 x), dried over magnesium sulfate, 
filtered, and concentrated under reduced pressure. Upon concentration, a white precipitate 
formed, and the organic solution was washed again with water (3 x 100 mL). The 
combined washings were extracted with chloroform (3 x 50 mL). The combined organic 
solutions were washed with brine (3 x 50 mL), dried over magnesium sulfate, filtered, and 



20 



25 
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concentrated under reduced pressure to provide 59.1 g of *ert-butyl 2- 

(benzyloxy)emylcarbamate as a colorless oil. 

PartC 

A solution of 7% hydrochloric acid in ethanol (245 g of -1.6 M) was added to tert- 
5 butyl 2-(benzyloxy)ethylcarbamate (59.1 g, 235 mmol), and the solution was stirred at 
room temperature for 17 hours. The volaules were removed under reduced pressure to 
provide 52.1 g of a white solid, which was recrystallized from ethyl acetate (650 mL) and 
a small amount of methanol. The crystals were isolated by filtration and dried for three 
days at 78 °C and 39.9 Pa to provide 32.2 g of 2-(benzyloxy)emylamine hydrochloride as 
10 a white solid. 
PartD 

Under a nitrogen atmosphere, emylamine (40.4 mL, 290 mmol) was added to a 
solution of ^-dicmoro-o-me^l-S-mtropyridine (12.0 g, 58.0 mmol), prepared according 
to the general method of Part A of Example 1 using 2,4-dihydroxy-6-methyl-3- 
1 5 nitropyridine in lieu of 2,4-dmydroxy-5,6Miimemyl-3-mtropyri^ in anhydrous NJt- 
dimethylformamide (DMF) (200 mL). To the resulting dark brown solution was added 2- 
(benzyloxy)emylamine hydrochloride (11.97 g, 63.76 mmol), and the mixture was stirred 
at room temperature for 23 hours. The volatiles were then removed under reduced 
pressure, and the residue was mixed with water and ethyl acetate. The organic layer was 
20 washed with water (3 x 200 mL), aqueous sodium bicarbonate (2 x 200 mL), and brine (3 
x 250 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide abrown oil. The crude product (18.1 g) was purified by column 
chromatography on silica gel (700 g, eluting with 80:20 hexane:ethyl acetate) to provide 
an oil which was triturated with 80:20 hexane:ethyl acetate. The resulting crystals were 
25 isolated by filtration and dried to provide 4.7 g of [2-(benzyloxy)emyl]-(2-chloro-6- 
metiiyl-3-ni1xopyridin^yl)amine as a yellow solid. 
PartE 

Under a nitrogen atmosphere, diglyme (20 mL) was added to sodium hydride 
(0.548 g, 13.7 mmol), which is available as a 60% dispersion in mineral oil, and me 
30 mixture was cooled to 0°C. A solution ofphenol (1.35 g, 14.4 mmol) in diglyme (20 mL) 
was added, and the addition flask was rinsed with additional diglyme (2 x 5 mL), which 
was added to the reaction flask. The reaction became homogeneous and was stirred for 30 
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minutes. Solid [2^enzyloxy)ethylK2^Moro-6-^^ (4.2 g, 

13 mmol) was added, and the resulting dark solution was heated at 60 °C for 90 minutes. 
The reaction was allowed to cool and then slowly poured into water (500 mL) and stirred 
rapidly for 90 minutes. A yellow solid formed, which was isolated by filtration and 

5 dissolved in ethyl acetate. The solution was then dried over magnesium sulfate, filtered, 
and concentrated under reduced pressure to provide a yellow oil, which began to 
crystallize over three days. The product was triturated with hexane, and the resulting solid 
was isolated by filtration and dried for two hours under high vacuum at 55 "C to provide 
4.44 g of [2-(benzyloxy)efoylH6-memyl-3-nito^ as a 

10 yellow solid. 
PartF 

Under a nitrogen purge, 5% platinum on carbon (1 .0 g) and toluene (20 mL) were 
added to a Parr vessel. [2-(Benzyloxy)ethyl] (6-methyl-3-nitro-2-phenoxy-pyridin-4- 
yl)amine (4.91 g, 12.9 mmol) and additional toluene (40 mL) were then added. The vessel 
1 5 was placed under hydrogen pressure (49 psi, 3.3 x 10 s Pa) for three hours. The reaction 
mixture was filtered through a layer of CELITE filter aid, and the filtrate was concentrated 
under reduced pressure to yield 4.9 g of A/ 4 -[2-(benzyloxy)ethyl]-6-methyl-2- 
phenoxypyridine-3 ,4-diamine as a milky oil, contaminated with a small amount of toluene. 
PartG 

20 Under a nitrogen atmosphere, a solution of iV 4 -[2-(benzyloxy)ethyl]-6-methyl-2- 

phenoxypyri<fine-3,4Hnamine (3.80 g, 10.9 mmol), anhydrous dichloromethane (75 mL), 
and anhydrous triethylamine (1.8 mL, 13 mmol) was cooled to 5 °C. Ethoxyacetyl 
chloride (1.40 g, 1 1.4 mmol) was tiien added over a period of 30 seconds, and the reaction 
was stirred for 20 minutes. The reaction mixture was washed with aqueous sodium 

25 bicarbonate (3 x), and the combined aqueous washings were extracted with chloroform (3 
x). The combined organic solutions were dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide a white powder. The powder was dried 
for three days under vacuum at room temperature to provide 4.01 g of iV-{4-[2- 
(benzyloxy)ethylammo]^memyl-2-phenoxypyridm-3^ as a white 

30 solid. 
PartH 
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Under a nitrogen atmosphere, a solution of JV r -{4-[2-(benzyloxy)e%lamino]-6- 
methyl-2-phenox)^yridin-3-yl}-2-ethoxyacetamide (3.98 g, 9.13 mmol) and pyridine 
hydrochloride (4.0 g, 35 mmol) in anhydrous pyridine (30 mL) was heated at reflux. After 
22 hours, an analysis by high-performance liquid chromatography (HPLC) indicated the 

5 presence of starting material, and additional pyridine hydrochloride (0.05 g, 0.4 mmol) 
was added. After an additional hour, an HPLC analysis again indicated the presence of 
starting material, and additional pyridine hydrochloride (0.05 g, 0.4 mmol) was added. 
The reaction was heated at reflux for an additional four days and then was allowed to cool 
to room temperature. The volatiles were removed under reduced pressure, and the residue 

10 was dissolved in dichloromethane. The resulting solution was washed with water (3 x) 
and brine (3 x), dried over sodium sulfate, filtered, and concentrated under reduced 
pressure to provide 3.7 g of a brown oil. The oil was purified by column chromatography 
on silica gel (eluting with 95:5 dichloromethane:ethyl acetate) to provide 2.5 g of l-[2- 
(benzyloxy)emyl]-2-(emoxymetoyl)^ as a 

15 yellow oil. 
Parti 

Ammonium acetate (25 g, 0.32 mol) and l-[2-(benzyloxy)ethyl]-2-(ethoxymethyl)- 
6-mefoyl-4-phenoxy-lif-imidazo[4,5-c]pyridine (2.5 g, 6.0 mmol) were heated at 150 °C 
in a sealed tube for 22 hours. The resulting solution was adjusted to pH 14 with the 

20 addition of 20% sodium hydroxide, and water (50 mL) was added. The mixture was 
stirred for several hours to provide a yellow precipitate, which was isolated by filtration. 
The precipitate (1 .75 g) was recrystallized from a 50:50 mixture of hexane.ethyl acetate 
(29 mL/g), and the crystals were isolated by filtration and dried under vacuum for 23 
hours at 60 °C to provide 1.05 g of l-[2-(benzyloxy)e1hyl]-2-(ethoxymethyl)-6-methyl- 

25 lJf-imidto[4,5-c]pyridin-4-amine as small white crystals, mp. 127-128 °C. 

l H NMR (300 MHz, DMSO) 5 7.24-7.31 (m, 3H), 7.15-7.19 (m, 2H), 6.61 (s, 1H), 6.05 ' 
(s, 2H), 4.67 (s, 2H), 4.44 (s, 2H), 4.35 (t, /= 5.6Hz, 2H), 3.73 (t, J= 5.3 Hz, 2H), 3.46 (q, 
J= 6.9 Hz, 2H), 2.29 (s, 3H), 1.09 (t, J= 7.2 Hz, 3H); 
MS (APC1) mlz 341 (M + H) + ; 

30 Anal Calcd for CijH^O* C, 67.04; H, 7.11; N, 16.46; Found: C, 67.17; H, 7.13; N, 

16.49. 
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Example 81 
2-(Emoxymemyl)-6-me%M-{2-[3-(pyri^ 

c]pyridin-4-amine 




5 Part A 

The preparation of tert-butyl 2-hydroxyethylcarbamate is described in Example 80, 
Part A. Benzyltrimethylammonium chloride (18 g, 97 mmol) and 50% aqueous sodium 
hydroxide (1.5 L) were added to a solution of tert-butyl 2-hydroxyethylcarbamate (156.4 
g, 970.0 mmol) in dichloromethane (2.4 L), and the mixture was stirred rapidly. Propargyl 

10 bromide (109 mL, 979 mmol), available as an 80% solution in toluene, was then added, 
and the reaction was stirred for three hours. The layers were separated, and the aqueous 
layer was cooled to ~0 °C in an ice bath. Water was slowly added (1.2 L), and the 
aqueous solution was extracted with chloroform (2 x 300 mL). The combined organic 
solutions were washed with water (3 x 500 mL) and brine (2 x 500 mL), dried over 

15 sodium sulfide, filtered, and concentrated under reduced pressure to provide 173 g of tert- 
butyl 2-(prop-2-ynyloxy)ethylcaibamate as an orange oil, which was used without 
purification. 
PartB 

Under a nitrogen atmosphere, anhydrous triemylamine (45.5 mL, 326 mmol) and 
20 3-bromopyridine (12.9 mL, 138 mmol) were added to a solution of tert-butyl 2-(prop-2- 
ynyloxy)ethyicarbamate (26.0 g, 125 mmol) in anhydrous DMF (400 mL), and the 
reaction was heated at 80 °C. IMcMorobis(triphenybphosphme)pallaaium (IT) (1.76 g, 2.51 
mmol) and copper Q) iodide (0.96 g, 5.02 mmol) were then added, and the reaction was 
heated at 80 °C for one hour. The volatiles were removed under reduced pressure, and the 
25 residual black oil was dissolved in ethyl acetate (500 mL). The solution was washed with 
dilute aqueous sodium bicarbonate (1 x 200 mL) and brine (2 x 100 mL), dried over 
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sodium sulfate, filtered, and concentrated under reduced pressure to provide a dark brown 
oil. The oil was purified by column chromatography on silica gel (350 g, eluting with 
50:50 ethyl acetaterhexane), and the resulting dark oil was dissolved in hot methanol (200 
mL) and treated with 10 g of activated charcoal. The mixture was filtered through a layer 
of CEUTE filter aid, and the filtrate was treated with additional activated charcoal (10 g) 
and filtered in the same way to provide 25.4 g of terf-butyl {2-[3-(pyridin-3-yl)prop-2- 
ynyloxy]ethyl}carbamate as a light amber-colored oil. 
PartC 

Under a nitrogen purge, 10% palladium on carbon (5.0 g) and 2-propanol (20 mL) 
were added to a pressure vessel. A solution of terf-butyl {2-[3-(pyridin-3-yl)prop-2- 
ynyloxy]ethyl}carbamate (22.7 g, 82.1 mmol) in methanol (200 mL) were then added. 
The vessel was purged three times with nitrogen and then placed under hydrogen pressure 
(50 psi, 3.4 x 10 5 Pa) for five hours. The reaction mixture was filtered through a layer of 
CEUTE filter aid, and the filtrate was concentrated under reduced pressure to yield 21 .3 g 
of terf-butyl {2-[3-(pyridin-3-yl)propoxy]ethyl}carbamate as a brown oil. 
PartD 

A solution of tert-butyl {2-[3-(pyridin-3-yl)prop-2-ynyloxy]ethyl}carbamate (213 
g, 76.0 mmol) in methanol (50 mL) was cooled to 6 °C. A solution of 4 M hydrochloric 
acid in dioxane (114 mL, 456 mmol) was added over a period of ten minutes, and the 
reaction was stirred for six hours. The volatiles were removed under reduced pressure, 
and the residue was dissolved in water (200 mL). The solution was washed with 
dichloromethane (2 x 100 mL), and then adjusted to pH 14 with the addition of 20% 
aqueous sodium hydroxide (1 00 mL). The basic solution was then extracted with 
chloroform (5 x 100 mL). The combined extracts were washed with brine (2 x 100 mL), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure to provide 
a dark oil (8.5 g). The basic solution was then extracted with chloroform for six hours 
using a continuous extractor. The extracts were concentrated under reduced pressure to 
provide a yellow oil (1 g). The oils were combined and purified by distillation (108-1 10 
°C at 2.1 x 10 2 Pa) to yield 7.74 g of 2-[3^yridin-3-yl)propoxy]ethylamine as a pale 
yellow oil. 
PartE 
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Under a nitrogen atmosphere, triethylatnine (6.1 mL, 44 mmol) was added to a 
solution of 2AdicUoro-6-me%l-3-nitropyridin e (7.50 g, 36.2 mmol), prepared as 
describedinPart Aof Example 1, in anhydrous DMF (160 mL). Neat 2-[3-(pyridin-3- 
yl)propoxy]ethylamine (6.60 g, 36.6 mmol) was then added, and the mixture was steed at 
room temperature for 1 .5 hours. The volatiles were then removed under reduced pressure, 
and the residue was dissolved in chloroform. The solution was washed with 2% aqueous 
potassium bicarbonate (1 x), water (1 x), and brine (1 x), dried over sodium sulfate, 
filtered, and concentrated under reduced pressure to provide an oil. The crude product 
was purified by column chromatography on silica gel (600 g, eluting with methanohethyl 
) acetatemvariousratios)to^ 

4.9 g *Qrdta»***j^^ 

PartF 

The general method described in Part E of Example 80 was used with the 
followingmodifications. A solution of phenol (1.45 g, 15.4mmol)mdiglyme(10mL) 

5 wasaddedto a cooled mixtureofthe sodium hydride dispersion (0.59 g, 14.7mmol)in 
diglyme (15 mL), and the addition flask was rinsed twice with diglyme (5 mL), which was 
added to the reaction. A solution of (2^oro-6-memyl-3-mtropyridin-4-yl)-{2-[3- 
(pyridm-3-yl)pmpoxy]emyl}amine (4.9 g, 14 mmol) was added, and the reaction was 
heated at 60 °C for 20 hours. Additional reagent prepared from phenol (Q.50 g, 5.3 mmol) 

20 and 60% sodium hydride (0.21 g, 5.3 mmol) in diglyme was added, and the reaction was 
heated at 60 °C for 2.5 hours. The reaction was allowed to cool to room temperature and 
slowly added to 800 mL of water and steed for one hour to form a bright yellow solid. 
The solid was isolatedby filtration andwashed withhexane (50 mL) to provide 7.4 g of 
(6-memyl-3-mtro-2-ph^^ 88 a 

25 yellow solid contaminated with water. 
PartG 

Under a nitrogen purge, 5% platinum on carbon (2.0 g), toluene (5 mL), and 2- 
propanol (5 mL) were added to a Parr vessel. A solution of (6-memyl-3-nitro-2- 

phenoxypyridm^ylM2-P^^ (S ' 71 & 14,0 ™° * 

30 toluene (45 mL) was then added. The vessel was placed under hydrogen pressure (49 psi, 
3.4 x 10 s Pa) for three hours. An analysis by liquid chromatography/mass spectrometry 
indicated the presence of starting material, and additional 5% platinum on carbon (0.1 g) 
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wasadded. The reaction was continued for an additional 6 hours. The reaction mixture 
was filtered through a layer of CELTTE filter aid, and the nitrate was concentrated under 
reduced pressure to yield 5.2 g of 6- m emyl-2-phenoxy-^-{2-[3^yridin-3- 
yl^ropoxylemyUpyridine-S^diamine as a dark oil 
5 PartH 

Under a nitrogen atmosphere; a solution of 6-memyl-2-phenoxy-JV-{2-[3-(pyndm. 
3-yl) P ropoxy]emyl}pyridme-3,4^aniine (5.2 g, 14 mmol), anhydrous dichloromethane 
(40 mL), and anhydrous triethylamine (2.3 mL, 16.5 mmol) was cooled to5°C. A 
solution of ethoxyacetyl chloride (1.77 g, 14.4 mmol) in dichloromethane (10 mL) was 
10 then added over a period often minutes, and the reaction was stirred for 30 minutes. The 
reaction mixture was diluted with dichloromethane (25 mL), washed with aqueous 
saturated sodium bicarbonate (3 x) and brine (3 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide 5 .8 g of 2-ethoxy-AT-(6-methyl-2-phenoxy- 
4-{2-[3^yridm-3-yl)propox 38 m oiL 

15 Parti 

Under a nitrogen atmosphere, a solution of 2-ethoxy-iV-(6-methyl-2-phenoxy-4-{2- 

- [3 -(pyri<hn-3-yl)propoxrt (3/7 ° g ' 136 ^ "* 

pyridine hydrochloride (3.70 g, 32.0 mmol) in anhydrous pyridine (25 mL) was heated at 
140 °C for 38.5 hours and then was allowed to cool to room temperature. The volatiles 
20 were removed under reduced pressure, and the residue was dissolved in dichloromethane. 
The resulting solution was washed with saturated aqueous sodium bicarbonate (1 x), water 
(1 x) and brine (1 x), dried over sodium sulfate, filtered, and concentrated under reduced 
pressure to provide 4.13 gof abrownoil. The crude product was purified by column 
chromatography on silica gel (220 g, eluting with ethyl acetate) to provide 2.72 g of 2- 
25 (emoxymemyl)^-memyl^phenoxy4-{2-[3-(pyridm-3 
mndazo[4,5^]pyridine as an oil. 
Part J 

Ammonium acetate (27.0 g, 0.350 mol) and 2<ethoxymethyl)-6-methyl-4- 

P hmoxy4-{2-[3^yridm^ < 272 g » 6 ' 09 

30 mmol)wereheatedatl55»Cinasealedtubefor21.5hours. The solution was allowed to 

cool to room temperature and adjusted to pH 14 with the addition of 1 N sodium 
hydroxide. The solution was extracted with dichloromethane (3 x). The combined 
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extracts were washed with water (3 x) and brine (3 x), dried over sodium sulfate, filtered, 
and concentrated under reduced pressure to provide 2.19 g an amber-colored oil. The 
crude oil was purified by column chromatography on silica gel (200 g, eluting with 89: 1 1 
ethyl acetatemethanol) to provide 0.858 g of an oil. The oil was dissolved in 2-propanol 

5 treated with a 1 .0 M solution of hydrochloric acid in diethyl ether (4.64 mL), and the 
resulting salt was recrystallized from 2-propanoL The salt was treated with aqueous 
sodium hydroxide to make the free base, which was isolated by filtration and dried for 48 
hours at 80 °C to yield 0.348 g of 2-(ethoxyme%l)-6-me^ 
yl)propoxy]ethyl}-li?-imi as a colorless oil. 

10 l H NMR (300 MHz, DMSO) 8 8.36 (d, J= 4.4 Hz, 1H), 8.309 (s, 1H), 7.39 (d, 7.5 Hz, 
1H), 7.20-7.24 (m, 1H), 6.64 (s, 1H), 6.10 (s, 2H), 4.69 (s, 2H), 4.32 (t, J= 5.3 Hz, 2H), 
3.65 (t, J= 5.3 Hz, 2H), 3.50 (q, J= 7.1 Hz, 2H), 3.30 (t, J= 6.24 Hz, 2H), 2.47 (t, 8.1 
Hz, 2H) 2.31 (s, 3H), 1.70 (p, J= 7.5, 6.2 Hz, 2H), 1.12 (t, J= 639 Hz, 3H); 
MS(APCI)/w/z341 (M + H) + ; 

15 Anal. Calcd for C2oH27N 5 0 2 *0.8 H 2 0: C, 62.58; H, 7.51; N, 18.24; Found: C, 62.85; H, 
7.6; N, 18.12. 

Example 82 

2^thoxymethyl)-6,7-dra^^ 
20 c]pyridin-4-amine 




Part A 

2-[3-(l,3-TMazol-2-yl)propoxy]ethylamine was prepared using the general 
25 methods of Parts A through D of Example 81. in Part B terf-butyl 2-(prop-2- 

ynyloxy)ethylcarbamate (151.2 g, 0.759 mol) was coaled with 2-bromothiazole (124 g, 
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0 .759 mmol) in lieu of 3-bromopyridine. After Part D, the product was purified by 
distillation (113-115 °C at 1.7 x 10 2 Pa) to yield 43 g of the desired product as an oil. 
PartB 

Under a nitrogen atmosphere, triethylamine (3.4 mL, 24 mmol) was added 
5 dropwise to a solution of 2,4-dichloro-5,6-dimethyl-3-nitiopyridine (4.50 g, 20.4 mmol) in 
anhydrous DMF (45 mL). 2-[3-(13-Thiazol-2-yl)propoxy]ethylamine (4.55 g, 24.4 
mmol) was then added, and the addition funnel was rinsed with additional DMF (15 mL). 
The reaction was heated at 60 °C for 3.5 hours. .The volatiles were then removed under 
reduced pressure, and the residue was partitioned between water (1 00 mL) and diethyl 
10 ether (250 mL). The organic layer was washed with water (2 x 50 mL) and brine (3 x 50 
mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure to 
provide an orange oil. The crude product (7,41 g) was purified by column 
chromatography on silica gel (375 g, eluting with 50:50 hexane:ethyl acetate) to provide a 
solid, which was dried overnight under high vacuum at room temperature to provide 4.6 g 
1 5 of (2-cmoro-5,6-dimethyl-3-nitropyridin-4-yl)-- {2-[3-(l ,3-thiazol-2- 
yl)propoxy]ethyl} amine as a yellow solid. 
. PartC 

The method described in Example 80, Part E was used with the following 
exceptions. A solution of phenol (2.11 g, 22.4 mmol) in diglyme (5 mL) was added to the 
20 sodium hydride dispersion (0.87 g, 22 mmol) in diglyme (10 mL). A solution of (2- 
cMoro-5,6-dimethyl-3-mtro^^ 

g, 15 mmol) in diglyme (25 mL) was added, and the addition flask was rinsed with 
additional diglyme (2x5 mL), which was added to the reaction flask. The resulting 
amber solution was heated at 110 °C for 3.25 hours and then allowed to cool to room 

25 temperature. The volatiles were removed under reduced pressure, and the residue was 
dissolved in ethyl acetate (100 mL). The solution was washed with saturated aqueous 

chloride (1 x 50 mL), 1 N potassium hydroxide (2 x 50 mL), and brine (2 x 50 
mL), and then dried over magnesium sulfate, filtered, and concentrated under reduced 
pressure to provide an oil The oil was dried for three days under high vacuum at room 

30 temperature to provide 4.7 g of (2^^emyl-5-mtro^-phenoxypyridin-4-yl>{2-[3-(l,3- 
thiazol-2-yl)propoxy]emyl} amine as an oil. 
PartD 
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Under a nitrogen purge, 5% platinum on carbon (0.5 g) and toluene (5 mL) were 
added to a pressure vessel. A solution of (2,3-dimethyl-5-mtro^-ph e noxypyridin-4-yl)- 
{MS^l^-tmazol-a-yl^ropoxyletoyllamine (4.7 g, 11 mmol) in toluene (35 mL) was 
then added. The vessel was placed under hydrogen pressure (50 psi, 3.4 x 10 s Pa) for 24 
5 hours. The reaction mixture was filtered through a layer of CELTTE filter aid, and the 
filtrate was concentrated under reduced pressure to yield 4.12 g of 5,6-dimethyl-2- 
phenoxy-JV 4 -{2-[3-(l,3-tMazol-2-yl)pmpoxy]etoyl}pyridm^ as apale yellow 

oil. 
PartE 

10 Under anitrogen atmosphere, a solution of 5,6-dimethyl-2-phenoxy-iV*-{2-[3-(l,3- 

thiazol-2-yl)propoxy]emyl}pyridme-3,4-dianun^ (4.12 g, 10.3 mmol) and pyridine 
hydrochloride (0.024 g, 0.21 mmol) inpyridine (30 mL) was cooled to 7 »C. Ethoxyacetyl 
chloride (1.33 g, 10.9 mmol) was added, and the reaction was stirred for 30 minutes. The 
cloudy solution was then heated at 1 00 'C for 20 hours and then allowed to cool to room 
15 temperature. The volatiles were removed under reduced pressure, and the residue was 
partitioned between water and dichloromethane. The organic layer was washed with 
. potassium carbonate (2 x 50 mL) and brine (2 x 50 mL), dried over magnesium sulfite, 
filtered, and concentrated under reduced pressure. The resulting oil was triturated wilh 
heptane to provide a solid that was isolated by filtration. 2-(Emoxymemyl W-dimethyl- 
20 4-phenoxy4-{2.[3Kl,3-thiazol-2-yl)propoxy]emyl}-l^ 
was obtained as a tan solid. 
PartF 

Ammonium acetate (37 g, 0.48 mol) and 2Kemoxymethyl)-6,7-dimethyl-4- 
phenoxy4-{2-[3Kl,3-thiazol-2^ ( 3 - 68 & 

25 7.89 mmol) were heated at 150 °C in a sealed tube for 29.5 hours. The resulting solution 
was allowed to cool and the pH was adjustedto 14 with the addition of 1 N potassium 
hydroxide. The solution was stirred for one hour and was then extracted with ethyl acetate 
(1 x 200 mL). The extract was washed with 1 N potassium hydroxide (3 x 50 mL) and 
brine (3 x 50 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 

30 pressure to provide a brown solid. The solid was triturated with diethyl ether, isolated by 
filtration, and purified by column chromatography on silica gel (100g, eluting with 96:4 
dichloromethanemethanol) to provide an oil, which was triturated with hexane to form a 
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solid (0.60 g). Hie solid was dissolved in ethyl acetate, filtered through a 4 urn syringe 
filter, and concentrated under reduced pressure to provide a solid. The solid was triturated 
withhexane, isolated by filtration, and dried to provide 0.446 g of 2-(ethoxymethyl>6,7- 
dimethyl4-{2-[3<l,3-tBazol-2-yl)propoxy]^ 38 a 

5 white powder, mp. 91-92 °C. 

J H NMR (300 MHz, DMSQ) 8 7.66 (d, J= 3.7 Hz, 1H), 7.53 (d, J= 3.1 Hz, 1H), 5.77 (s, 
2H), 4.69 (s, 2H), 4.53 (t, J= 5.a6 Hz, 2H), 3.70 (t, J= 5.6 Hz, 2H), 3.50 (q, J= 7.0 Hz, 
2H)', 3.38 (t, J= 5.9 Hz, 2H), 2.89 (t, J= 7.5 Hz, 2H), 2.38 (s, 3H), 2.31 (s, 3H), 1.86 (p, 7 
= 7.5, 6.2 Hz, 2H) 1.13 (t, 7= 6.9 Hz, 3H); 

10 MS (APCl) m/z 390 (M + H) + ; 

Anal. Calcd for C 19 H 2 7N 5 0 2 S: C, 58.59; H, 6.99; N, 17.98; Found: C, 58.53; H, 7.01; N, 

17.88. 

Example 83 

15 6 ,7-Dunemyl-H2-[3-(l,3-^^ 

hydrochloride 




Part A 

The preparation of 5,6-dnnemyl-2-phenoxy-JV 4 -{2-[3-(l,3-1hiazol-2- 
20 yl)propoxy]ethyl}pyri(hne.3,4Hnamine is described in Example 82, parts A through D. 
Under anitrogen atmosphere, a solution of 5,6^fimemyl-2-phenoxy-iV 4 -{2-[3<l,3.miazol- 
2-yl)propoxy]emyl}pyritoe-3,4^aniine (2.9 g, 7.3 mmol), pyridine hydrochloride (0.017 
g, 0.145 mmol), andtriethylorthoformate(1.8mL, 11 mmol) in toluene (75 mL) was 
heated at reflux for 30 minutes. The volatiles were removed under reduced pressure, and 
the residue was dissolved in dichloromethane. The resulting solution was washed with 
saturated aqueous sodium bicarbonate (2 x 20 mL) and brine (2 x 50 mL), dried over 
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sodium sulfate, filtered, and concentrated under reduced pressure to provide an oil. The 
oil was triturated with diethyl ether to form a solid that was isolated by filtration to 
provide 2.15 g of 6,7-d^emyM-phenoxy-l-{2-[3^1,3-1hiazol-2-yl)propoxy]ethyl}-lH- 
iimdazo[4,5-c]pryridine as an off-white powder. 
5 PartB 

Ammonium acetate (15.9 g, 0.206 mol) and 6,7-dimemyl-4-phenoxy-l-{2-[3-(l,3- 
tMazol-2-yl)propoxy]etoyl}^ (1-59 g, 3.89 mmol) were heated 

at 150 °C in a sealed tube for 20 hours. The amber-colored solution was allowed to cool 
to room temperature and diluted with water (1 0 mL). The resulting solution was adjusted 
10 to pH 14 with the addition of 20% sodium hydroxide and stirred for 30 minutes. The 
solution was extracted with dichloromethane (3 x 30 mL). The combined extracts were 
washed with brine (3 x 25 mL), dried over sodium sulfate, filtered, and concentrated under 
reduced pressure to provide an oil. Diethyl ether was added to the oil and subsequently 
removed under reduced pressure to provide a solid, which was purified by column 
15 chromatography on silica gel (eluting with 95:5 dicMoromethaneimethanol) to provide 
two portions of slightly impure product. One portion (0.13 g) was treated with a 1.0 M 
solution of hydrochloric acid in diethyl ether (1 equivalent), and the resulting salt was 
recrystallized from 2-propanol to provide 0.056 g of 6,7-dimethyl-l-{2-[3-(l,3-thiazol-2- 
yl)propoxy]emyl}-l^inndazo[4,5-c]pyridm-4-amine hydrochloride as a white powder, 

20 decomp. -180 °C. 

*H NMR (300 MHz, DMSO) 5 13.52 (m, 1H), 8.32 (s, 1H), 8.03 (s, 1H), 7.65 (d, J= 3.1 
Hz, 1H), 7.54 (d, J= 3.7 Hz, 1H), 4.61 (t, J= 5.0 Hz, 2H), 3.73 (t, J= 5.0 Hz, 2H), 3.40 (t, 
J= 5.9 Hz, 2H), 2.84 (t, J= 7.5 Hz, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.84 (p, J= 7.5, 6.2 
Hz^H); 

25 MS(APCI)m/z332(M + H) + ; 

Anal. Calcd for CeHaiNsOS.HOO.S H 2 0: C, 50.99; H, 6.15; N, 18.58; Found: C, 50.93; 
H, 6.00; N, 18.55. 
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Example 84 

6/7-Dme%l-H2-(p^ 




Part A 

5 The general methods described in Parts A and Bin Example 80 were employed to 

convert ethanol amine (40.00 g, 655 mmol) to terf-butyl (2-pyridin-4- 
ylmethoxy)ethylcarbamate. In Part B, 4-(chloromethyl)pyridine hydrochloride (102 g, 
633 mmol) was used in lieu of benzyl bromide. 
PartB 

10 To a solution of terf-butyl (2-pyridin-4-ylmethoxy)ethylcaibamate (157 g, 622 

mmol) was added a solution of 25% by volume hydrochloric acid in anhydrous ethanol 
(1600 mL) at 0 °C, and the reaction was allowed to warm to room temperature and stirred 
overnight. The volatiles were removed under reduced pressure, and the residue was 
dissolved in water (1 L). The solution was washed with dichloromethane (2 x 500 mL), 

15 and then adjusted to pH 13 with the addition of solid potassium carbonate and 50% 

aqueous sodium hydroxide. The basic solution was then extracted with chloroform (2 x 
2000 mL) and overnight using a continuous extractor. The combined extracts were 
concentrated under reduced pressure to a volume of 2 L, washed with brine (2 x 1000 
mL), dried over sodium sulfate, filtered, and concentrated under reduced pressure to 

20 provide a yellow oil (83.2 g). The oil was purified by distillation (103-105 °C at 63 Pa) to 
yield 47.5 g of 2-(pyridm-4-ylmethoxy)ethylamine as a colorless oil. 
PartC 

Under a nitrogen atmosphere, triethylamine (7.4 mL, 53 mmol) was added to a 
solution of 2,4-dicMoro-5,6niimethyl-3-mtropyridine (9.78 g, 44.2 mmol) in anhydrous 
25 DMF (200 mL). 2-(Pyridin-4-ylmethoxy)ethylamine (6.8 g, 45 mmol) was added, and the 
reaction was stirred at room temperature for 17.5 hours. The reaction solution was slowly 
added to water (1 .8 L) and stirred for two hours to form a precipitate, which was isolated 
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by filtration and washed with cold hexane (200 mL). The solid was dried under reduced 
pressure for one hour to provide 10.15 g of (2-cMoro-5,6^ethyl-3-nitropyridin-4-yl>[2- 
(pyridin^ylmethoxy)ethyl]amine as a yellow solid An analysis by HPLC indicated that 
starting material and an isomer were present as impurities. 
5 PartD 

Under a nitrogen atmosphere, diglyme (25 mL) was added to sodium hydride (1.81 
g, 45.2 mmol), which is available as a 60% dispersion in mineral oil, and the mixture was 
cooled to 5 °C. A solution of phenol (4.54 g, 48.2 mmol) in diglyme (50 mL) was added 
dropwise over a period of 15 minutes. The reaction became homogeneous after 15 

10 minutes. A solution of (2-cMoro-5,6-dimemyl-3-mtropyri^ 

ylmemoxy)ethyl]amine (10.15 g, 30.14 mmol) was added, and the reaction was heated at 
1 60 °C for 13 hours. An analysis by HPLC indicated the presence of starting material. 
Additional phenol (3.12 g, 33.2 mmol) was added to 60% sodium hydride (1.24 g, 31.1 
mmol) in diglyme, and the mixture was stirred until it became homogeneous. This 

15 solution was added to the cooled reaction flask, and the reaction was heated at 160 °C for 
9.5 hours. The reaction was allowed to cool to room temperature, and the volatiles were 
removed under reduced pressure to provide a black oil. The oil was dissolved in ethyl 
acetate, and the solution was washed with 1 N potassium hydroxide (3 x) and brine (3 x), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure. The 

20 crude product was purified by column chromatography on silica gel (eluting with 80:20 
ethyl acetate:hexane) to provide 2.47 g of (2,3^emyl-5-mtro-6-phenoxypyridin-4-yl>- 
[2^yridm^ylme1hoxy)emyl]amine. 
PartE 

The procedure described in Part F of Example 80 was followed using (2,3- 
25 dhnemyl-5-nitro-6-phmoxypyrid1n4-yl)-[2-(pyridm^ (2.47 g, 

6.26 mmol) as the starting material. The reaction product, S.e-dimethyl^-phenoxy-JV 4 -^- 
(pyridm4-ylmemoxy)emyl]pyri<ime-3,4-diattTine (1.99 g), was obtained as an amber- 
colored oil. 
PartF 

30 Under a nitrogen atmosphere, pyridine hydrochloride (0.013 g, 0.1 1 mmol) and 

triethylorthoformate (1 .4 mL, 8.2 mmol) were added to a solution of 5,6-dimethyl-2- 
phenoxyV-P-fcyridm-^ylme (1-99 g, 5.46 mmol) in 
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toluene, and the reaction was heated at 84 °C for one hour. The volatiles were removed 
under reduced pressure to provide a solid (2.0 g), which was purified by column 
chromatography on silica gel (70 g, eluting with ethyl acetate). The resulting solid was 
dried to yield 1.52 g of 6,7^emyl^phenoxy4-[2^yridin-4-yhnethoxy)ethyl]-lF- 
5 imidazo[4,5-c]pyridme as a white solid. 
PartG 

Ammonium acetate (15 g, 0.19 mol) and 6J^e1iiyl-4-phenoxy-l-[2-(pyridin-4- 
yhriethoxy)emyl]-lH-iimdazo[4,5<]pvridine (1.52 g, 4.06 mmol) were heated at 155 °C 
in a sealed tube for 23.5 hours. The solution was allowed to cool to room temperature and 

10 adjusted to pH 14 with the addition of IN sodium hydroxide. The solution was extracted 
with dichloromethane, and the combined extracts were washed with aqueous sodium 
bicarbonate (1 x), water (1 x), and brine (2 x), dried over sodium sulfate, filtered, and 
concentrated under reduced pressure to provide an orange solid. The solid was 
recrystallized from acetonitrile and then from 2-propanol to yield 0.407 g of a white solid, 

1 5 which was further purified by column chromatography on silica gel (treated with 

diethylamine, eluting with 95:5 dichloromethane:methanol). The product was washed 
with water, isolated by filtration, and dried to provide 0.247 g of 6,7-dimethyl-l-[2- 
(pyridm-4-ylmemoxy)emyl]4Jy-imidazo[4,5-c]pyridm^ as a white powder, mp 

195496 °C. 

20 *H NMR (300 MHz, DMSO) 8 8.45 (d, J= 5.6 Hz, 2H), 7.93 (s, 1H), 7.14 (d, /= 6.2 Hz, 
2H), 5.75 (s, 2H), 4.56 (t, J= 5.3 Hz, 2H), 4.51 (s, 2H), 3.79 (t, J= 5.3 Hz, 2H), 2.35 (s, 
3H),2.30(s,3H); 
MS (APCI) m/z 298 (M + H) + ; 

Anal. Calcd for QeHi^NsO: C, 64.63; H, 6.44; N, 23.55; Found: C, 64.42; H, 6.64; N, 
25 23.31. 
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Example 85 

l-[5<4-CMorobenzenesul^ 

4-amine 



NH 2 




5 Part A 

Under a nitrogen atmosphere, triethylamine (65.0 mL, 475 mmol) was added to a 
solution of 2,4^cWorc>-5,6-dmiemyi-3-mtropyridme (70.0 g, 317 mmol) in anhydrous 
DMF (760 mL), and the reaction was stirred for 1 5 minutes. A solution of 5-amino-l- 
pentanol (35.9 g, 348 mmol) in anhydrous DMF (200 mL) was slowly added over a period 

10 of 2 hours, and the reaction was stirred overnight at room temperature. A white precipitate 
had formed and was removed by filtration. The filtrate was concentrated under reduced 
pressure to provide an orange-red oil, which was dissolved in ethyl acetate (600 mL). The 
solution was washed with water (3 x 60 mL), dried over magnesium sulfate, filtered, and 
concentrated under reduced pressure to provide 96.7 g of an orange solid. The solid was 

15 recrystallized twice from a mixture of ethyl acetate andhexanes to afford a yellow solid, 
which was isolated by filtration and washed with cold hexanes to provide 44.6 g of 5-(2- 
chloro-5,6-dimethyl-3-m^pyridin-4-ylanmio)pentan-l-ol as a yellow solid. 

PartB 

Under a nitrogen atmosphere, tetrahydrofuran (THF) (150 mL) was cooled to 0 °C. 

20 Sodium hydride (9.30 g, 233 mmol), available as a 60% dispersion in mineral oil, was 
added with stirring. A solution of phenol (21.1 g, 225 mmol) in THF (80 mL) was added 
dropwise over a period of one hour. A solution of 5^2^Moro-5,6-dimethyl-3- 
mtiopyridm-4-ylamino)pentan-l-ol (44.5 g, 155 mmol) in THF (80 mL) was then added 
dropwise over a period of 40 minutes. The reaction was allowed to warm to room 

25 temperature and heated at reflux overnight An analysis by thin layer chromatography 
(TLC) indicated that the reaction was incomplete. Additional reagent was prepared as 
described above by adding phenol (7.1 g, 75 mmol) to sodium hydride (3.2 g, 80 mmol) in 
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THF (50 mL), and the reagent was added to the reaction solution at room temperature. 
The reaction was heated at reflux overnight and then allowed to cool to room temperature. 
Water (50 mL) was added, and the solvent was removed under reduced pressure. The 
aqueous solution was extracted with ethyl acetate. The organic solution was washed with 

5 water (3 x) and hrine (1 x), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to provide the crude product. The crude product was purified twice by 
column chromatography on silica gel (eluting sequentially with 50:50 hexane-.ethyl acetate 
and 25:75 hexane-.ethyl acetate) to provide 40.24 g of 5K2,3-dimethyl-5-nitro-6-phenoxy- 
pyridm-4-ylamino)pentan- 1 -ol as a yellow oil. 

10 PartC 

Under a nitrogen atmosphere, a solution of 5^2,3-dimethyl-5-nitro-6-phenoxy- 
pyridin-4-ylamino)pentan-l-ol (40.24 g, 114.6 mmol) in dichloromethane (350 mL) was 
cooled to 0 °C. Thionyl chloride (12.5 mL, 172 mmol) was added dropwise, and the 
reaction was heated at reflux for one hour. The reaction was cooled to 0 °C, and water 

15 (200 mL) was slowly added followed by solid sodium bicarbonate until the pH of the 
solution was basic. The solvent was partially removed under reduced pressure, and the 
. aqueous solution was extracted with ethyl acetate (500 mL). The combined organic 
solutions washed with saturated aqueous sodium bicarbonate (3 x 50 mL), water (1 x 50 
mL), and brine (2 x 20 mL), and then dried over magnesium sulfate, filtered, and 

20 concentrated under reduced pressure to afford a yellow oil, which crystallized overnight. 
The solid was dried for one hour in a vacuum oven at 70 °C to provide 40. 1 g of (5- 
cmoropentyl)-(2,3-dimethyl-5-mto^ as a yellow solid. 

PartD 

A solution of sodium dithionite (90.5 g, 520 mmol), available as approximately 
25 85% pure sodium hydrosulfite, in water (200 mL) was added to a solution of (5- 

cMoropentyl)-(2,3-dimemyl-5-^^ (37.8 g, 104 mmol) in 

ethanol (575 mL), and the mixture was stirred rapidly for five hours. The mixture did not 
become homogeneous, and additional ethanol (200 mL) was added The mixture 
remained heterogeneous and was separated into two batches. A solution of sodium 
30 dithionite (40 g, 230 mmol) in water (150 mL) was partitioned evenly between the two 
batches, and the reactions were stirred for an additional hour. An analysis by TLC 
indicated that the reactions were complete. A white solid was removed from the reaction 
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nuxtures by filtration and was washed with methanol. The solvents were removed under 
reduced pressure, and the residue was partitioned between dichloromethane (400 mL) and 
water (100 mL). Saturated aqueous sodium bicarbonate was added to the aqueous layer 
until it was basic, and the resulting solution was extracted with dichloromethane (2 x 100 
5 mL). The combined organic extracts were washed with brine, dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure to provide 34.7 g of JV*<5- 
c Mompentyl)-5,6-dimeW^ as an orange-red liquid. 

PartE 

Under a nitrogen atmosphere, pyridine hydrochloride (42 g, 36.4 mmol) was 
10 added in small amounts to a solution of ^-(S-cmoropentyl^.e-dimethyl-^ 
phenoxypyridme-3,4-diamine (32.4 g, 97.0 mmol) in toluene (500 mL). 
Tiimethylormobutyrate(17mL, 107 mmol) was then added, and the reaction was heated 
at reflux for two hours. The solvent was removed under reduced pressure, and the residue 
was dissolved in ethyl acetate (500 mL). The solution was washed with water (3 x 80 mL) 
15 and brine (1 x 40 mL), dried over magnesium sulfate, filtered, and concentrated under 
reduced pressure to afford an oil, which was dissolved in hexanes (20 mL) and 
concentrated under reduced pressure to provide an off-white solid. The crude solid was 
purified by column chromatography on silica gel (eluting with 2:1 hexane:ethyl acetate) to 
provide 30.8 g of H5-cWoioperrtylW^ 
20 c]pyridine as white crystals. 
PartF 

Under a nitrogen atmosphere, a solution of 4-chlorobenzenethiol (868 mg, 6.00 
mmol) inDMF (5 mL) was added to a mixture of sodium hydride (60% dispersion, 240 
. mg, 6.00 mmol) inDMF (15 mL); the reaction became homogeneous and was stirred for 

25 15 minutes. Solid H5-cworopentyl)-6,7-dime^^^ 

cfeyridine (1.93 g, 5.00 mmol) was added in small amounts, and the reaction was stirred 
for 1 .5 hours. Water (25 mL) was added, and the resulting solution was extracted with 
ethyl acetate (3 x 50 mL). The combined extracts were washed with water (5 x 30 mL) 
and brine (2x10 mL), dried over magnesium sulfate, filtered, and concentrated under 

30 reducedpressure to provide a The solid was 

dried for three hours under high vacuum to provide 2.58 g of l-[5-(4- 
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cMorophenylsulf^^ 
c]pyridine as a white solid. 

^^nderamtrogenatmosphe^ 

cMorofonn(25n 1 L)wa S cooledto0oC. mCPBA (2.47 g, 1 1 mmol) was added in one 
poruon,andmecloudyre*ctionw^ ^ 
volameswereremovedun^^ 

ethyl acetate (300 mL) and saturated aqueous sodium bicarbonate (75 mL). The organic 
L0 layer was washed with saturated aqueous sodium bicarbonate (5 x 30 mL), water (2x 30 
mL), and brine (2 x 10 mL), and then dried over magnesium sulfate, filtered, and 
concentratedunderreducedprossuretoprovideasohd. The product was trimratedwi* 
ethyl acetate, isolated by filtration, and dried under high vacuum to provide 2.31 g of l-[5- 

(4-cwombenzen^^^ 
15 c]pyridine as a white powder. 
PartH 

Ammonium acetate (20.2 g, 0.262 mol) and l-[5-(4- 
cMorobenzenesul^^ 

clpytidine (2.20 g,4.18mmol) were stirred at 160 «C in a sealed mbe for 18 hours. The 
20 soludonwasaUowedtocooltoroomtemperatuteandpartitionedbe^ 

1 M sodiumhydroxide andtwo solid sodium hydroxide pellets. The aqueous solutionwas 
thenextractedwithchlorofonn(4x50mL). The combined organic solutions were 
washed with 1 M sodium hydroxide (2 x 25 mL), dried over sodium sulfate, filtered, and 
25 concentratedunderreducedpressuretopmvideme^eproducta^ 

crude product was purified by column chromatography on silica gel (eluting with 94:5 :1 
dicMorometh^e:metool:triemylamine) to provide a product that was impure as 
determinedbyHPLC analysis. A second purification by column chromatography on sihca 
gel (eluting with 96:3:1 dichloxometnane:*^^ 
mat erial. Thesohdwasrecryst^ 

filtration, washed with cold acetonitrile and ethyl acetate, dried under high vacuum to 
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provide 0.53 g of l-[5-(4-chlorobenzenesulfonyl)pentyl]-6 ,7-dimethyl-2-propyl-lF- 

iirddazo[4,5-c]pyridin-4-arfline as white needles, mp 147.0-149.0 °C. 

l H NMR (300 MHz, CDCI3) 8 7.83 (d, J- 8.6, 2H), 7.55 (d, •/= 8.6, 2H), 4.82 (br s, 2H), 

4.17 (dd, J= 7.7, 7.7, 2H), 3.07 (dd, J= 7.8,7.8, 2H), 2.72 (dd, J= 7.7, 7.7, 2H), 2.43 (s, 

3H), 2.39 (s, 3H), 1.95-1.65 (m, 6H), 1.55-1.42 (m, 2H), 1.05 (t, J= 7.4, 3H); 

MS(APCI)m/z449(M) + ; 

Anal. Calcd for C^CM^S: C, 58.85; H, 6.51; N, 12.48; Found: C, 58.79; H, 6.50; 
N, 12.29. 

Examples 86-88 

The general methods described in Example 85 were used for Examples 86-88. The 
thiol selected in lieu of 4-cWorobenzenethiol in Part F of Example 85 is shown in the table 
below for Examples 86-88. The isolation of the final products is described below. 

NH, 



O 



Example Number 


Thiol 


R 


86 


4-trifluoromethylthiophenol 


-0" cFs 


87 


2-mercaptopyridine 


-0 


88 


thiophenol 


O 
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Example 86 

6J-Dimethyl-2-pTopyl-l-{5-[4-(trmuoromefliyl)b 

imidazo[4,5-c]pyridin-4-amiiie 
Ammonium acetate (6.25 g, 81.1 mmol) and 6 J-dimethyl-4-phenoxy-2-propyl-l. 
{5-[4-(trm U oromemyl)b e nzenesulfonyl]pentyl}4H-imidazo & 1-25 

mmol) were used as described in Part H of Example 85. The reaction solution was 
partitioned between chloroform (75 mL) and 1 M sodium hydroxide (75 mL). The 
aqueous solution was extracted with chloroform (2 x 75 mL). The combined organic 
solutions were washed with 1 M sodium hydroxide (4x30 mL) and brine, dried, filtered, 
and concentrated as described in Example 85 . The crude product was purified by column 
chromatography on silica gel (eluting sequentially with 99:1:0.1 
dichloromethane:methanol:ammomum hydroxide and 94:6:0.1 

dicMoromethanemethanohammonium hydroxide) to provide a product that was impure as 
determinedby nuclear magnetic resonance (NMR) spectroscopy analysis. The solid was 
dissolved in hot 2-propanol and treated with one equivalent of a 1 M solution of 
hydrochloric acid in diethyl ether. Chloroform and water were added, and the aqueous 
layer was extracted with chloroform (3 x). The combined organic solutions were dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide a solid. 
The solid was stirred with 2-propanol, isolated by filtration, washed with cold 2-propanol, 
and dried under high vacuum. The solid was then dissolved in dichloromethane (100 mL), 
and the resulting solution was washed with 1 M sodium hydroxide (2 x 40 mL). The basic 
solution was extracted with dichloromethane (2x30 mL), and the combined extracts were 
dried over sodium sulfate, filtered, and concentrated under reduced pressure to provide 
198 mg of 6,7-o1memyl-2-propyl-l-{5-[4-(trmuorome%l)benzm 
hmdazo[4,5-c]pyridm-4-amine as a white powder, mp 172.0-173.5 °C. 
'H NMR (300 MHz, CDC1 3 ) 8 8.04 (d, J= 8.6, 2H), 7.85 (d, J= 8.6, 2H), 4.82 (br s, 2H), 
4.18 (dd, J= 7.7, 7.7, 2H), 3.10 (dd, J= 7.8, 7.8, 2H), 2.73 (ddJ= 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.96-1.65 (m, 6H), 1.58-1.43 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APCJ) m/z 483 (M+H) + ; 
) Anal. Calcd for C^sN^S: C, 57.25; H, 6.06; N, 11.61; Found: C, 56.75; H, 6.20; 

N, 11.25. 
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Example 87 

6,7-Dimetoyl-2-propyl-l^ 



amine 



Thecrudeproduct(2.47 g), obtained after the oxidation procedure as described in 
5 Part G of Example 85, was purified by column chromatography on silica gel (elating 
sequentiallywith2:l ethyl acetate:hexane and 4:1 ethyl acetate-Jiexane to provide 1.86g 
of6 ,7-dimetoyl-4-phenoxy-^ 

c]pyridine as a white solid. 

Ammonium acetate (15 g, 0.20 mol) and 6,7-dimethyl-4-pheiioxy-2-propyl-l-[5. 

10 (pyriome-2-sulfon^^ < 154 * 3 " 13 ^ mhaM 

at 160 °C in a sealed tube for 16 hours. The solution was allowed to cool to room 
temperature and partitioned between chloroform (30 mL) and 1 M sodium hydroxide (30 
mL) The aqueous solution was then extracted with chloroform (3 x 30 mL). The 
combined organic solutions were washed, dried, filtered, and concentrated as described in 

15 Example 85 to provide 1.47 g of an off-white foam The crude product was recrystalhzed 
from acetonitrile to provide 672 mg of 6,7^emyl-2-propyl4-[5-(pyridine-2- 
- sulfonyl)pentylH^ 143.0-144.5 

°c. 

'HNMR(300MHz,CDCl 3 ) 8 8.74 (ddd,/= 4.6, 1.7, 1.1, 1H), 8.08 (ddd, J=7.8, 1.1, 
20 Ui ^7«(dd4/-7J.7A1.7.1B),755(d«.J-7i i 4AU.1^4J00«^2H). 
4.18 (dd, J= 7.7, 7.7, 2H), 3.40 (dd, J= 7.7, 7.7, 2H), 2.73 (dd, 7= 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.40 (s, 3H), 1.95-1.68 (m, 6H), 1.60-1.48 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APC1) mlz 416 (M+H) + ; 

Anal. Calcd for C 21 H 29 N 5 0 2 S: C, 60.70; H, 7.03; N, 16.85; Found: C, 60.54; H, 6.97; N, 
25 16.76. 

Example 88 

l-[5-(Benzenesulfon^ 

Ammonium acetate (18 g, 0.23 mol) and l-tS-^enzenesulfonyl^entyll-e,?- 

30 dimemyl-4-phen^^^ 

at 165 °Cinasealed tube for 8 hours with stirring. Following the work-up, an analysis by 
NMR indicated that starting material was present; additional ammonium acetate was 
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added (18 g, 0.23 mol), and the reaction was continued overnight at 160 °C. The solution 
was allowed to cool to room temperature and partitioned between chloroform (100 mL) 
and 1 M sodium hydroxide (75 mL). Following the work-up, the crude product (1.37 g) 
was purified by column chromatography on silica gel (eluting with 97:3:0.1 
dicmoromethane:methanol:ammonium hydroxide) and then recrystallized from 
acetonitrile to provide 0.715 g of H5-(benzenesulf^^^^^ 

lH-imidazo[4,5^]pyridin^amine as a white powder, mp 134.0-136.0 °C wttt aphase 
change at 122-125 °C. 

»H NMR (300 MHz, CDC1 3 ) 8 7.89 (d, /= 7.7, 2H), 7.67 (t, /- 7.7, 1H), 7.57 (t, J= 7.7, 
2H), 4.80 (br s, 2H), 4.16 (dd, 7= 7.8, 7.8, 2H), 3.08 (dd, .7= 7.7, 7.7, 2H), 2.72 (dd, J= 
7.7, 7.7, 2H), 2.43 (s, 3H), 2.39 (s, 3H), 1.91-1.65 (m, 6H), 1.53-1.41 (m, 2H), 1.05 (t, J= 
7.3, 3H); MS (APCI) mlz 415 (M+H) + ; 

Anal. Calcd for C^oN^S: C, 63.74; H, 7.29; N, 13.51; Found: C, 63.77; H, 7.57; N, 
13.55. 
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Example 89 




5 PartA 

Triemylamine (18.9 g, 136 mrnol) was added to a solution of 2,4-dichloro-5,6- 
dimemyl-3-mfropyridine(25 g, 113mmol)in AT^-tothylformamide (100 mL). 4- 
Aminobutan-l-ol(ll.l g, 124. mrnol) was added with a syringe and the reaction mixture 
was allowed to stir under a nitrogen atmosphere at ambient temperature for 17 hours. A 
10 portion (85 mL) of the solvent was removed under reduced pressure. The residue was 
diluted with ethyl acetate (200 mL), washed with water (2 x 50 mL) then with brine (75 
mL), dried over magnesium sulfate, filtered and then concentrated under reduced pressure 
to provide a solid. This material was recrystallized from ethyl acetate/hexanes to provide 
15.07 g of 4-[(2^Woro-5,6-dimefcy^ 38 y eUow 

15 powder. An additional 5.70 g was isolated from the mother liquor. 
PartB 

Sodium hydride (4.38 g of 60% dispersion in mineral oil, 109.6 mrnol) was added 
to chilled dioxane (73 mL). Phenol (10.31 g, 109.6 mrnol) was added in portions with 
cooling. 

20 4-[(2-CMoro-5,6-dimemy^ ( 2000 8 ' 93 ' 07 ^ 

and additional dioxane (-30 mL) were added. The reaction mixture was heated at reflux 
for 3 hours and then allowed to stand at ambient temperature overnight. The reaction 
mixture was concentrated under reduced pressure. The residue was diluted with water 
(200 mL) and then extracted with ethyl acetate (300 mL). The extract was washed with 
25 water (2 x 100 mL) then with brine, dried over magnesium sulfate, filtered and then 
concentrated under reduced pressure to provide an oil. The oil was purified by flash 
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chromatography (600 mL of silica gel, eluting initially with 2000 mL 1 :3 ethyl 
acetateJiexanes, then with2000 mL 1:1 ethyl acetate:hexanes and finally with 1000 mL 
3:1 ethyl acetate: hexanes) to provide 13.46 g of 4-[(2,3-dimemyl-5-nitro-6- 
phenoxypyridjn^yl)arnino]butan-l-ol as a yellow solid. 
PartC 

Thionyl chloride (3.14 mL, 43 mmol) was added over aperiod of 5 minutes to a 
chilled (0 °C) solution of 4-[(2,3-dtaefcyl-5^^ 

ol (12.95 g, 39.08 mmol) in dichloromemane (130 mL). The reaction was allowed to 
warm to ambient temperature and was stirred overnight under a nitrogen atmosphere. The 
. reactionnuxturewasd^ 

saturated aqueous sodium bicarbonate (2 x 65 mL), water (80 mL) and brine (100 mL), 
dried over magnesium sulfate, filtered and then concentrated under reduced pressure to 
provide 12.57 g of ]yK4^orobutyW^ 38 a 

yellow solid. 
15 PartD 

A solution of sodium dithionite (35.13 g, 171.5 mmol), available as approximately 
85% pure sodium hydrosulfite, in water (130 mL) was added to a mixture of N-{4- 
cUorobutyl>2,3^emyl-5-nitro-6-phenoxypyri(nn^^ (12 g, 34 mmol) and ethanol 
(340mL). The mixture was stirred for 1.5 hours. Analysis by thin layer chromatography 
indicated that the reaction was not complete. Solid sodium dithionite (5 g) was added and 
mereactionwasaUowedtostirforanadditional3hours. The reaction mixture was 
filtered to remove solids. The filtrate was concentrated under reduced pressure until -50 
mL of solvent remained. The residue was diluted with dichloromethane (300 mL), washed 
sequentially with aqueous sodium bicarbonate, water andbrine, dried over magnesium 
25 sulfate, filtered and then concentrated under reduced pressure to provide 9.5 g of JV*-(4- 
cMorobutyl)-5,6^emyl-2-ph^ 
PartE 

The oil from Part D was combined with toluene (90 mL), trimethyl orthobutyrate 
(6.04 mL, 148 mmol), and pyridine hydrochloride (0.9 g). The reaction mixture was 
heated at reflux for 30 minutes; trimethyl orthobutyrate (1 mL) was added and the reaction 
mixture was heated at reflux for 1.5 brand then allowed to cool to ambient temperature. 
The reaction mixture was diluted with ethyl acetate, washed sequentially with water and 
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brine, dried over magnesium sulfete, filtered and then concentrated under reduced 
pressure. The residue was purified by flash chromatography (suicagelelutingwithl:4to 
1:1 ethyl acetate:hexanes) to provide 5.44 g of H^WombutylW^ethyl-4-phenoxy- 
2-propyl4H-imidazo[4,5-c]pyridine. 
PartF 

Sodium tbiomethoxide (0.927 g, 13.2 mmol) was added to a solution of l-(4- 

cMombutylW^^ & 
n^oOmM^emylformamideCaOinL). The reaction mixture was stirred under a 

nitrogen atmosphere at ambient temperature for 75 minutes. Sodium tbiomethoxide (0.08 
g) was added and tbe reaction was stirred for an additional 105 minutes. Thereaction 
mixture was diluted with ethyl acetate (300 mL), washed sequentially with water (3 x 
mL) andbrine (50 mL), dried over magnesium sulfate, filtered and then concentrated 
under reduced pressme to provide 4.53 go^ 

phenoxy^propyl-lH-imidazo^S-clpyridine as a brown oil that solidified after a few 



x50 



15 hours. 
PartG 



3-Chloroperoxybenzoic acid (2.72 g of 77%) was added to a chilled (0 °C) solution 
of the material from Part F in dichloromethane (55 mL). A short time later more 3- 
chloroperoxybenzoic acid (2.72 g of 77%) was added and the reaction mixture was stared 
20 at 0»C for 30 minutes. The reaction nuxture was dUutedwimdicMoromethane(250mL), 
washed sequentially with aqueous sodium bicarbonate (2 X 100 mL), water (100 mL) and 
brine (100 mL), dried over magnesium sulfate, filtered and then concentrated under 
reduced pressure to provide a pink oil. The oil was dissolved in dichloromethane, dtiuted 
with ethyl acetate and hexanes, and men concentrated under reduced pressure until a 
25 precipitate formed. The precipitate was isolated by filtration, washed with 1:1 ethyl 
acetate: hexanes (40 mL), and dried under high vacuum to provide 3.84 g of l-[4- 
(me thanes^ony^^ 
a white solid 
PartH 

30 Ammonium acetate (4524 g) and l-[4<mettianesulfonyl)butylH,7^ethyl-4- 

phenoxy^-propyl^H-imidazot^lpvridine (3.77 g, 9.07 mmol) were combined and 
heated at 160 °C for about 19 hours. The reaction mixture was allowed to stand at ambient 
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temperature for 2 days. The reaction mixture was partitioned between dichloromethane 
(300 mL) and water. The layers were separated. The aqueous layer was made basic with 
5% sodium hydroxide and then extracted with dichloromethane (2 x 100 mL). The 
combined organics were washed with aqueous 5% sodium hydroxide, dried over sodium 
5 sulfate, filtered and then concentrated under reduced pressure to provide a white solid 
This material was recrystallized from acetonitrile to provide ~2 g of a white solid This 
material was further purified by flash chromatography (silica gel, eluting sequentially with 
1 % methanol in dichloromethane containingO.l % ammonium hydroxide, 2 % methanol 
in dichloromethane containing 0.1 % ammonium hydroxide, 4 % methanol in 
10 dichloromethane containing 0.1 % ammonium hydroxide and 10 % methanol in 

dichloromethane containing 0.1 % ammonium hydroxide) to provide a white solid. This 
material was recrystallized from acetonitrile and dried under high vacuum at 60 'C to 
provide 1.3 g of l-[4-(memanesulfonyl»^^^^ 
c]pyridin-4-amine as white needles, mp 152.0-153.0 °C. 
15 'HNMR (300 MHz, CDCl 3 ) 8 4.82 (br s, 2H), 4.25 (m, 2H), 3.03 (t, /= 6.9 Hz, 2H), 2.92 
(s, 3H), 2.76 (m, 2H), 2.44 (s, 3H), 2.43 (s, 3H), 2.00-1.81 (m, 6H), 1.07 (t, J= 7.5 Hz, 
- 3H); 13 CNMR(75 MHz, CDCU) 8 153.0, 148.2, 146.5, 138.8, 125.2, 103.9, 53.7, 43.8, 
40.8, 30.4, 29.3, 21.9, 21.2, 19.1, 13.9, 12.9; 
MS (APCI) m/z 339 (M + H) + ; 
20 Anal. Calcd for CArfWW: C, 56.77; H, 7.74; N, 16.56; S, 9.47. Found: C, 56.46; H, 

7.67; N, 16.36; S, 9.29. 
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Example 90 




15 



Part A 

Using the general method of Example 89 Part A, 3-aminopropan-l-ol (9.52 mL, 
124 mmol) was reacted with 2 AdicMoro-5,6^ethyl-3-mtropyridine (25 g, 113 mmol) 
to provide 17. 35 gof 3-[(2Hmloro-5,6^^ 
10 a yellow solid. 
PartB 

Sodium hydride (7.80 g of a 60% dispersion in mineral oil, 195 mmol) was added 
in portions to a chilled (0 °C) solution of phenol (1 8.36 g, 195 mmol) in tetrahydrofuran 
- (200 mL) After the addition was completed the reaction mixture was allowed to stir at 
ambient temperature for 30 minutes. Solid 3-[(2«Moro-5,6^emyl^^ 
yl)amino]propan-l-ol (16.89 g, 65.0 mmol) was added and the reaction mixturewas 
heated atreflux for 5 days. The reaction mixture was concentrated under reduced 
pressure. The residue was partitioned between ethyl acetate (400 mL) and water (100 
mL) The organic layer was separated, washed with brine, dried over sodium sulfate, . 
filtered and then concentrated under reduced pressure. The residue was purified by flash 
chromatography (500 mL silica gel eluting with a gradient of 30 -75% ethyl acetate m 
hexanes) and then heated under high vacuum until it melted The melt solidified to 
provide 11.54 gof HP^fimA^^ 

PartC . 

Thionyl chloride (2.86 mL, 39.2 mmol) was added to a chilled (0 «Q solution of 3- 

[(2 3An*&*db**^^ & 316 ^ m 

dichloromethane(170mL). The reaction mixture was stirred at ambient temperature for 
0 5 brand then heated at reflux for 0.5 nr. The reaction mixture was allowed to cool to 
ambient temperature. A precipitate was isolated by filtration and then dried under vacuum 
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to provide 13.64 g of J^fttaop^ 

hydrochloride. 

PartD 

5 (12.62 g, 33.72 mmol), la^-^M^bipvridimum dibromide (dioctyl viologen) (910 
mg, 1.69 mmol), dichloromethane (227 mL), water (28 mL) and potassium carbonate 
(2 33 g, 16.9 mmol) were added sequentially to a 1 L round bottom flask. The reaction 
mixture was allowed to stir under nitrogen. A solution of of potassium carbonate (23.30 g, 
168 6 mmol) and sodium dithionite (26.42 g, 174.1 mmol) in water (114 mL) was added to 

10 mereactionrmxture. The reaction mixture was heated at reflux for about 2.5 hrandthen 
allowed to cool to ambient temperature. The layers were separated. The aqueous layer 
was extracted with dichloromethane (100 mL). The combined organics were dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide ^-(3- 

cmoropropyl)-5,6-to^^ 38 abrown sludge> ™ S 

15 material was used directly in the next step. 

PartE 

Using the general method of Example 89 Part E, the material from Part D was 
reacted with trimethyl orthobutyrate (6.48 mL, 40.5 mmol) and purified to provide 9.10 g 
of i-p^oropropylW^^ 38 * 

20 white solid. 
PartF 

Using the general method of Example 89 Part F, lK3-cWoropropylW-dimethyl- 
4-phenoxy-2- P ropyl-lH-inndazo[4,5- C ]p^ (4 g, 112 mmol)) was reacted with 
sodium thiomethoxide (0.940 g, 13.4 mmol) to provide 3.54 g of 6,7-dimethyl-l-[3- 
25 (metharieMo)propyl]^phenoxy-2-propyl4ff-imi dazo[4,5-c]pyridine as a white solid. 

PartG 

Using the general method of Example 89 Part G, 6,7-dimethyl-l-[3- 

(me fcyltmo)propyl]^^ (341 & ^ ""^ 

was oxidized to provide 2.39 g of l-[3<meumesulfonyl)propylW^emyl^phenoxy- 

30 2-propyl-lH-intito[4,5-c]pyridine as a white solid. 

PartH 
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Using the general method of Example 89 Part H, l-[3-(methanesulfonyl)propyl]- 

tf-dbrfbjWita^ < 21 * 523 ^ W3S 

reacted with ammonium acetate (25 g) and purified to provide 1.14 g of 1^3- 

( m ethanesulfonyl)p^^ 
5 white needles, mp 153.5-155.0 °G. J H NMR (300 MHz, CDC1 3 ) 5 4.83 (br s, 2H), 4.48- 
4 42 (m, 2H), 3.07 (t, J= 7.1 Hz, 2H), 2.95 (s, 3H), 2.82-2.77 (m, 2H), 2.45 (s, 6H), 2.35- 
2.25 (m,2H), 1.94-1.81 (m,2H), 1.07 (t,/=7.3 Hz, 3H); »CNMR(75 MHz, CDCI3) 8 
153.2, 148.3, 147.1, 138.9, 125.4, 104.0, 51.2, 42.9, 41.3, 29.5, 24.3, 22.1, 21.5, 14.0, 
13.1; 

10 MS (APCI) mlz 325 (M + H) + ; 

Anal. Calcd for C.^O^: C, 55.53; H, 7.46; N, 17.27; S, 9.87. Found: C, 55.53; H, 

7.44; N, 17.27; S.9.90. 

Example 91 

15 i. [6 -(Methanesulfonyl)hexyl]-6,7-dime%l^^^ 




Part A 

20 Using the general method of Example 89 Part A, 6-aminohexan-l-ol (15.91 g, 

135.7 mmol) was reacted with 2,4^cMoro-5,6-dimemyl-3-mtropyridine (30 g, 136 mmol) 
to provide 14.79 g of 6-[(2hcMmo-5,6^^^ 85 a 

yellow solid. 
PartB 

25 Using the general method of Example 90 Part B, 6^[(2-cWo ro -5,6-dimemyl-3- 

nitropyridm-4-yl)amino]hexan-l-ol (14.00 g, 46.39 mmol) was reacted with sodium 
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15 



phenoxide to provide 12.40 g of 6-[(2,3^ethyl.5-mtro^pheaoxypyridin-4- 
yl)amino]hexan-l-ol as a yellow powder. 

Using the general method of Example 89 Part C, 6-[(2,3-dimethyl-5-mtro-6. 
phenoxypyridm^yl)^ 

12.24 g aWeHfctafl^ °* 
solid. 

PartD 3 , , 

A solution of sodium dithionite (24.01 g, 137.9 mmol) in water (90 mL) was added 

g 27 58mmol)andethahol(276mL). After about 4 hours sodium dithionite (6.71 g)m 
water (20mL) was added to the reaction mixture. About 1 hour later tetrahydrofuran (100 
mL) was added. When analysis by thin layer chromatography indicated that the reaction 

^v^tom^n^™^*™'**' TheSOUdSWereriDSed 
withethanol. The rinses and the filtrate were concentrated under reduced pressure. The 
residue was diluted with toluene (200 mL) and then concentrated under reduced pressure 
to remove thebulkofthe solvent. The residue was partitioned between ethyl acetate (200 
mL) and water (50 mL). The aqueous layer was separated, combined with saturated 
aqueous sodium bicarbonate to adjust to P H 8 and then extracted with ethyl acetate. The 
, combined organic were washed with brine (100 mL), dried over sodium sulfate, filtered 
and then concentrated under reduced pressure. The residue was combined with toluene 
and then concentrated under reduced pressure to provide 12.12 g of ^hlorohexyl)- 
5,6^emyl-2-phenoxypyridme-3,4wuamine. 



PartE 

25 



PartE _ 

Using the general method of Example 89 Part E, the material from Part D was 
reacted with trimethyl orthobutyrate (4.86 mL, 30.3 mmol) and purified to provide 2.4 g of 
H^MorohexyW^ ** " °* 



white solid 
PartF 

30 



Using the general method of Example 89 Part F, H6^Womhexyl)^7-dimethyl-4- 
phenoxy-^p^H-mudazo^lpyridine (2.0 g, 5.0 mmol) was reacted with sodmm 
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tfcomethoxide (0.421 g, 6.00 mmol) to provide 2.17 g ^l^odb^HS. 
(frdtatfbk^^ as a yellow «L 



10 



PartG 



Using the general method of Example 89 Part G, the material form Part F was 
oxidized to provide- 1 g of HHmethanesulf^^ 
propyl4if-imidazo[4,5w;]pyridine as a colorless oil. 

PartH __ 

Using the general method of Example 89 Part H, the material form Part H was 

reacted with ammonium acetate (12.36 g) and purified to provide 0.37 g of l-[6- 

Gnofluaa^^ 38 ° ff 

white crystals, mp 157.0-158.0 °C. 

*H NMR (300 MHz, CDCI3) 8 4.81 (far s, 2H), 4.18 (m, 2H), 2.99 (m, 2H), 2.89 (s, 3H), 
2.76 (m, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.93-1.71 (m, 6H), 1-57-1.40 (m, 4H), 1.07 (t, J= 
7.5 Hz, 3H); ,3 C NMR (75 MHz, CDCI3) 5 153.3, 148.1, 146.6, 139.1, 125.4, 104.2, 54.4, 
15 44.5, 40.6, 31.6, 29.5, 28.1, 26.1, 22.1, 21.4, 14.0, 13.0; 

MS (APCT) m/z 367 (M + H) + ; 
- Anal.CalcdforC 18 H3o0 2 N 4 S:C,58.98;H,8.25;N,1529;S,8.75. Found: C, 58.85; H, 

8.55; N, 15.34; S, 8.75. 
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Example 92 
4-amine 

NH 2 

«>.:• 

t0~ f 



PartA 



The preparation of 5-(2-cMoro-5^^ 
wasdescribedmPartAofExample85. Under a nitrogen atmosphere, cerium (HI) 
chloride heptahydrate (8.08 g, 21.7 mmol) and sodium azide (5.64 g, 86.8 mmol) were 
added to a solution of 5<2-cUo ro -5,6-dimethyl-3-mto^^ 
10 (12.48 g, 43.38 mmol) ina 9:1 mixture of acetonitrile and water (145 mL). The reaction 
wasstu^andheatedatrefluxfortwodaysthenaUowedtocooltoroom A 
- precipitate was removed by filtration and washed with acetonitrile. The filtrate was 
concentrated under reduced pressure to provide 12.13 g of 5-[(5,6-dimethyl-8- 
nitrotetrazolo[l,5-a]pvridm-7-yl)animo]pentan-^ as ayellow solid. 

15 PartB 

Using the general method described in Part C of Example 85, 5-[(5,6-dunethyl-8- 

m trotetrazolo[l,5-^^ (12-1 & ***** waS C ° nVertedt ° 

13.3 g of (S^WoropentylVS^emyl-S-mtmtetiazoto which 

was isolated as a dark brown semi-solid. 

20 PartC 

Under a nitrogen atmosphere, a solution of potassium carbonate (28.46 g, 205.9 
mmol) and sodium dithionite (32.26 g, 185.3 mmol) in water (100 mL) was added 
dropwise to a solution of the material from PartB (13.8 g, 42 mmol) and dioctyl viologen 
(1.17 g, 2.06 mmol) in dichloromethane (275 mL) and water (35 mL). The addition funnel 
25 was rinsed with additional water (37 mL), which was added to the reaction The reaction 
was heated at reflux for three hours. The aqueous layer was extracted with 
dichloromethane (3 x 50 mL), and the combined organic solutions were dried over sodium 



216 



PCT/US03/17659 

WO 03/103584 



15 



sulfate, filtered, and concentrated under reduced pressure to provide 1 1 .5 g of JV*-(5- 
cUoropentyl)-5,6^^ 38 M 

PartD 7 

The general method described in Part E of Example 85 was used to convert N -(5- 

5 chloropentyl)-5,6^^^ (U5 g * 407 ^ t0 ? " 

(5-cmoropentyl)-5,6^emyl-8-propyl-7H-umto^ 

cnxdeproductwaspurifiedby^ 

with 3-1 ethyl acetate:hexane and ethyl acetate) to yield a yellow solid, which was 
recrystallized from ethyl acetate:hexane to provide 9.2 g of the product as a white solid. 

10 PartE _ 
The general method described in Parts F and G of Example 85 was used to convert 

K5^o ro pentyl)-5,6-^^^ ^ 
g 5 0 mmol)to7-[5<4-fluorobenz^ 

imidazo[4,5-c]tetrazolo[l,5-a]pyridine. 4-Fluorobenzenethiol was used in lieu of 4- 
ohlorobenzenemioL Following the oxidation with mCPBA, the crude product was punfied 
by column chromatography on silica gel (elating with ethyl acetate) to yield 1.71 g of the 
pure product as a white solid. 
PartF 

A mixture of 7-[5K4-fhwrobenzen^ 
i„ud^o[4,5- C ]tetrazolo[l,5^pyridine (1.61 g, 3.51 mmol), trifluoroacetic acid (15 mL) 
andplatinum (TV) oxide were added to aParr vessel and agitated under hydrogen pressure 
(50 psi, 3.4 x 10 s Pa) for two days. The reaction mixture was filtered through a layer of 
CELTTE filter aid, and the filter cake was washed with methanol. The filtrate was 
concentratedunder reduced pressure, and the black residue was stirred in concentrated 
25 hydrochloric acid (10 mL) for 1.5 hours. The solution was treated with 1 N aqueous 

sodium hydroxide (100 mL) and solid sodium hydroxide until the solution exhibited a pH 
of 14. The solution was extracted with chloroform (3 x 80 mL), and the combined extracts 
were dried over sodium sulfate, filtered, and concentrated under reduced pressure to 
provide 1.8 g of the crude product as a white foam. The crude product was purified by 

30 columnchrcniatog^ 

^..^^^rn^ylsc^^. The solid was triturated with ethyl acetate and 

dried at 70 °C in a vacuum oven overnight to provide 0.57 g of l-[5-(4- 



20 



217 



WO 03/103584 



PCT/US03/17659 



as a white powder, mp 130.0-132.0 °C. 

•H NMR (300 MHz, CDCU) 5 7.94-7.88 (m, 2H), 7.29-7.20 (m, 2H), 4.81 (br s, 2H), 4.17 
(dd, J= 7.7, 7.7, 2H), 3.07 (dd, J= 7.7, 7.7, 2H), 2.73 (dd, 7= 7.7, 7.7, 2H), 2.43 (s, 3H), 
2.40 (s, 3H), 1.91-1.69 (m, 6H), 1.54-1.43 (m, 2H), 1.05 (t, J= 7.4, 3H); 
MS (APCI) m/z 433 (M+H) + ; 

Anal. Calcd for C^H^OaS: C, 61.09; H, 6.76; N, 12.95;Found: C, 61.05; H, 7.04; N, 
13.00. 



10 



Example 93-96 

The general methods described in Example 92 were used for Examples 93-96. The 
reagent selected in lieu of 4-chlombenzenethiol in Part E of Example 92 is shown in the 
table below for Examples 93-96. The oxidation products from Part E were purified by 
trituration with ethyl acetate. A description of the isolation of the final compounds, 
15 obtained after Part F, follows. 

NH, 



O 
11 

-f-R 




Example Number 


Reagent for Part E 


R 


93 


2,4-difluorobenzenethiol 




94 


4-methoxythiophenol 


■-0-°N 


95 


2,4-dichlorobenzenethiol 


-0- ci 


" 96 


Sodium thiomethoxide 
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Example 93 
c]pyridin-4-amine 

The crude product was purifiedby flash chromatography on silica gel (eluting with 
5 98 2 cMoroformrmethanol) to yield a white foam that was reorystaflized from 2-propauol. 
After the product was dried under reduced pressure, 1.27 gofthe product was obtained as 
a white powder, mp 130.0-132.0 °C. 

*HNMR (300 MHz, CDCI3) 5 8.01-7.89 (m, 1H), 7.12-6.94 (m, 2H), 4.82 (br s, 2H), 4.18 
(dd, /- 7.7, 7.7, 2H), 3.26 (dd, J m 7.7, 7.7, 2H), 2.73 (dd, /- 7.7, 7.7, 2H), 2.43 (s, 3H), 
10 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.54-1.41 (m, 2H), 1.06 (t, /= 7.4, 3H); 
MS (APC1) mlz 451 (M+H) + ; 

Anal. Calcd for C, 58.65; H, 6.26; N, 12.44; Found: C, 58.75; H, 6.42; 

N, 12.32. 

15 Example 94 

l-[5-(4-Memoxybenzenesulfonyl)pentyl]-6,7-dm 

c]pyridin-4-amine 

The crude product was purified by flash chromatography on silica gel (eluting with 
98-2 chloroform:methanol) to yield a colorless oil that was recrystallized from acetonitrile. 
20 After me product was dried under reduced pressure, 0.725 g of the product was obtained 
as a white powder, mp 130.5-132.0 °C 

i H NMR (300 MHz, CDC1 3 ) 8 7.81 (d, J - 8.9, 2H), 7.02 (d, /= 8.9, 2H), 4.82 (br s, 2H), 
4.16 (dd, J= 7.7, 7.7, 2H), 3.05 (dd, J- 7.7, 7.7, 2H), 2.73 (dd, 7.7, 7.7, 2H), 2.43 (s, 
3H), 2.39 (s, 3H), 1.91-1.64 (m, 6H), 1.55-1.41 (m, 2H), 1.05 (t, J= 7.4, 3H); 
25 MS(APCI)m/z445(M+H) + ; 

Anal. Calcd for C^N^S: C, 62.14; H, 7.26; N, 12.60; Found: C, 62.14; H, 7.43; N, 

12.60. 

Example 95 

30 H 5<2,4-I*cUorobenzen^ 

c]pyridm-4-amine 
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After the crude product was recrystaUized from acetonitrile, 0.614 g of the product 
was obtained as a white powder, mp 130.0-131.5 °C. 

»H NMR (300 MHz, CDC1 3 ) 5 8.04 (d, J= 8.6, 1H), 7.57 (d, J= 2.0, 1H), 7.46 (dd, /= 
8.6, 2.0, 1H), 4.83 (br s, 2H), 4.18 (dd, J= 7.7, 7.7, 2H), 3.37 (dd, 7= 7.6, 7.6, 2H), 2.73 
5 (dd, /= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.40 (s, 3H), 1.92-1.66 (m, 6H), 1.59-1.46 (m, 2H), 
1.06 (t,J= 7.4, 3H); 
MS(APCI)m/z483(M) + ; 

Anal. Calcd for CizKkCW&S: C, 54.66; H, 5.84; N, 11.59; Found: C, 54.58; H, 5.65; 
N, 11.58. 

10 

Example 96 

l-[5-(Methanesulfonyl)p^ 

A modification of Part E of Example 92 was used; a slurry of sodium methoxide 

(0.64 g, 9.1 mmol) in DMF (10 mL) was added to a solution of 7-(5-chloropentyl)-5,6- 
15 dimemyl-8-propyl-7F-inudazo[4,5-c]tetrazolo[l,5-a]pyri (2.35 g, 7.02 mmol) at 0 °C. 

The synthesis was completed as described in Parts Band For Example 92. The crude 

product was recrystaUized from acetonitrile and dried under reduced pressure to yield 1 .73 

g of the desired product as a white powder, mp 145.0-146.0 °C. 

>H NMR (300 MHz, CDCI3) 8 4.82 (br s, 2H), 4.18 (dd, J= 7.7, 7.7, 2H), 3.01 (dd, 
20 7.7, 7.7, 2H), 2.90 (s, 3H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 1.96-1.74 

(m, 6H), 1.61-1.51 (m, 2H), 1.07 (t,/=7.4,3H); 

MS (APCI) m/z 353 (M+H) + ; 

Anal. Calcd for C 17 H 28 N40 2 S: C, 57.93; H, 8.01; N, 15.89; Found: C, 57.82; H, 8.26; N, 
15.76. 

25 

Examples 97-99 

The general methods described in Example 92 were used for Examples 97-99. In 
Part A, 3-amino-l-propanol was used in lieu of 5-amino-l-pentanol. The purification in 
Part D was carried out by column chromatography on silica gel (eluting with 95:5 
30 chloroformmethanol) followed by trituration with ethyl acetate:hexane. The thiol selected 
in Part E of Example 92 is shown in the table below for Examples 97-99. The oxidation 
products from Part E were purified by trituration with ethyl acetate. 
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Example Number 


Thiol 


R 


97 


4-chlorobenzenethiol 


-0" ci 

V / 


98 


2-mercaptopyridine 


. -0" 


99 


4-mercaptoethylbenzoate a 


-or- 



a) preparation described below 



Example 97 

5 1^4-CMorobenzenesulfon^ 

4-amine 

The crude product was triturated with elhyl acetate and dried at 60 °C under high 
vacuum for three days to provide 1.037 g of the desired product as a white powder, mp 
186.5-188.0 °C. 

10 *H NMR (300 MHz, CDCI3) 5 7.81 (d, J = 8.8, 2H), 7.55 (d, /= 8.7, 2H), 4.83 (br s, 2H), 
4.39 (dd, /= 7.8, 7.8, 2H), 3.10 (dd, /= 7.3, 7.3, 2H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.42 (s, 
3H), 2.35 (s, 3H), 2.24-2.14 (m, 2H), 1.91-1.78 (m, 2H), 1.05 (t, J= 7.3, 3H); 
MS(APCl)m/z421(M) + ; 

Anal. Calcd for CaftsCWJaS: C, 57.06; H, 5.99; N, 13.31; Found: C, 57.04; H, 6.14; N, 
15 13.23. 
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15 



Example 98 



amine 



The crude product was recrystallized from acetonitrile and then purified by column 
5 chromatography on a Biotage Horizon™ ffigh-Performance Flash Chromatography 
instrument. A second recrystallization from acetonitrile provided 0.180 g of the desired 
product as a off-white powder, mp 172.0-173.5 °C. 

! H NMR (300 MHz, CDCI3) 8 8.69 (ddd, /= 4.7, 1.7, 1.0, 1H), 8.09 (ddd, J= 7.8, 1.2, 
1 0 1H), 7.98 (ddd, 7.8, 7.8, 1.7, 1H), 7.57 (ddd, J= 7.8, 4.7, 1.2, 1H), 4.83 (br s, 2H), 
10 4.42 (do! /- 7.9, 7.9, 2H), 3.49 (dd, J= 7.3, 7.3, 2H), 2.77 (dd, J- 7.7, 7.7, 2H), 2.42 (s, 
3H), 2.38 (s, 3H), 2.29-2.17 (m, 2H), 1.92-1.78 (m, 2H), 1.06 (t, /= 7.4, 3H); 
MS (APCI) m/z 388 (M + H) + ; 

Anal. Calcd for QsH^^S: C, 58.89; H, 6.503; N, 18.07; Found: C, 58.51; H, 6.37; N, 
17.80. 



Example 99 

4-[3-(4-Arinno-6,7-dim^^ 

sulfonyl]benzoic acid ethyl ester 
Ethyl-4-mercaptobenzoate was prepared by treating 4-mercaptobenzoic acid (1.50 
20 g, 9.73 mmol) with ethanol (97 mL) in the presence of catalytic concentrated sulfuric acid 
underanitrogenatmosphere. The reaction was heated at reflux for three hours. The 
volumeof the reaction was reduced to lOmL under reduced pressure and then partitioned 
between water (100 mL) and ethyl acetate (100 mL). The aqueous layer was extracted 
with ethyl acetate (3x 100 mL), and the combined organic solutions were washed with 
25 water (75 mL) and saturated aqueous sodium bicarbonate (2 x 75 mL), dried over 

magnesium sulfate, filtered, and concentrated under reduced pressure to provide an oil. 
The oil was dissolved in dichloromethane (100 mL), and the resulting solution was 
extracted with saturated aqueous sodium carbonate (3 x 100 mL). The combined extracts 
were washed with dichloromethane (3 x 50 mL) and then treated with concentrated 
30 hydrochloric acid to adjust to pH 7. The solution was then extracted with dichloromemane 
(3 x 100 mL), and the combined extracts were washed with water (50 mL), dried over 
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magnesium sulfate, filtered, and concentrated under reduced pressure to provide 1 .23 g of 
ethyl-4-mercaptobenzoate as a colorless oil. 

The ethyl-4-mercaptobenzoate was used as described in Part E of Example 92 in 
lieu of 4-fluorobenzenethiol, and the synthesis was completed using the methods described 
5 m PartsEandFofExample92. The crude product was purified by column 

chromatography on silica gel (eluting sequentially with 98:2 dichloromethane:methanol 
and 95:5 dichlor 0 methane:methanol, and the resulting yellow solid was triturated with 
acetonitrile. The solid was isolated and recrystallized from 2-piopanol to provide 1.4 gof 
4-[3-(4-anuno-6,7-dimem^^^^^ 
10 ^onyllbenzoicadd^ . 
change at 153-155 °C. 

'H NMR (300 MHz, CDC1 3 ) 5 823 (d, J- 8.8, 2H), 7.95 (d, J- 8.6, 2H), 4.83 (br s, 2H), 
4 48-4.37 (m, 4H), 3.14 (dd, J = 7.3, 7.3, 2H), 2.75 (dd, J= 7.7, 7.7, 2H), 2.41 (s, 3H), 
2.35 (s, 3H), 2.24-2.13 (m, 2H), 1.91-1.77 (m, 2H), 1.43 (t, J= 7.1), 1.05 (t, J= 7.3, 3H); 

15 MS (APCI) mlz 459 (M + H) + ; 

Anal. Calcd for C23H30N4O4S: C, 60.24; H, 6.59; N, 12.22; Found: C, 60.22; H, 6.80; N, 

- 12.20. 



20 



Example 100 

.[3-(4-Airuno-6,7-d^^ 

sulfonyl]benzoic acid hydrochloride 



fOw OH 



25 



O 

Under a nitrogen atmosphere, aqueous sodium hydroxide (1.5 mLof 1 M) was 
added to a solution of 4-[3<4-aiini«>^7^^ 

yl)propane-l-sulfonyl]benzoic acid ethyl ester (558 mg, 1.22 mmol), prepared as 
described inExample 99, m methanol (5.5 mL) andTHF(5.5 mL), and the reaction was 
stirred for two hours at room temperature. The solvents were removed under reduced 
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pressure, and the residual solid was dissolved in water (60 mL). The solution was washed 
with dichloiomethane (2 x 20 mL) and ethyl acetate (20 mL) and then treated with 
concentratedhydrochloric acid to adjust to P H 5. Aprecipitate formed, which was 
isolated by filtration and dried overnight in a vacuum oven at 60 °C. The material was 
5 treated with 1 M hydrochloric acid in diethyl ether, and then the solvent was removed 
under reduced pressure. The resulting white sohd was recrystallized from ethanol, and the 
crystals were dissolved in a mixture of 1 N hydrochloric acid and methanol with gentle 
heating. The solution was concentrated under reduced pressure, and the resulting sohd 
was dried at 80 °C under high vacuum to provide 240 mg of 4-[3<4-ammo-6,7-dime%l- 
10 2-prepyMtf-imidazo^^ acid hydrochloride as 

a white powder, mp >250 °C. 

i H NMR (300 MHz, DMSO-40 5 8.18 (d, 7= 8.6, 2H), 8.03 (d, J= 8.6, 2H), 7.79 (or s, 
2H )) 4.41(dd,J=7J,77,2H),3.65(dd,J=73,7.3,2H),2.79(dd,y=7.7,7.7,2H),2.41 

(s, 3H), 2.29 (s, 3H), 2.03-1.91 (m, 2H), 1.81-1.69 (m, 2H), 0.96 (t, J= 7.5, 3H); 
15 MS (APC1) m/z 431 (M + H - HC1) + ; 

Anal. Calcd for C^CIN^S: C, 52.01; H, 5.92; N, 11.56; Found: C, 51.62; H, 5.86; 



N, 11.41, 



20 



Example 101 

{4-[3<4-Anuno-6,7-to^ 

sulfonyl]phenyl}morpholin-4-ylmethanone 

r 




to* 



25 



Part A 

4-[3-(5,6^Dnnemyl-8-propyl-7H-iimdazo[4,5-c]tetr^ 
yDpropane-l-sulfonyllbenzoic acid ethyl ester (2.50 g, 5.16 mmol), prepared as described 
in Parts A-E of Example 92 using the modification of Example 99, was treated with 
aqueous sodium hydroxide (10 mL of IN) in ethanol (26 mL), and the reaction stirred for 
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two hours and became homogeneous. The solvents were removed under reduced pressure, 
and the residual white solid was dissolved in water (50 mL). The solution was washed 
with ethyl acetate (3 x 10 mL) and then adjusted to P H4with the addition of concentrated 
hydrochloric acid. A white solid precipitated, which was isolated by filtration, washed 
5 wimwater.anddriedforthres^^^ 

(5/5-dnnethyl-8-p^^ 
sulfonyl]benzoic acid as a white solid. 

PartB 

Under anitrogen atmosphere, a mixture of 4-[3<5,6-dimethyl-8-propyl-7ff- 

10 inudazo[4,5^te^^ ^ * 495 

nunol) and dichloromethane (50 mL) was cooled to 0 °C. Oxalyl chloride (0.95 mL, 10.9 
mmol) was added dropwise, and the reaction was stirred for two hours at room 
temperature. To one-third of the solution was added morpholine (0.43 mL, 4.9 mmol), 
and the reaction was stirred under nitrogen overnight. Additional morpholine (1 .0 mL, 1 1 
15 mmol) was added, and the reaction was stirred for two hours. A white precipitate formed, 
which was isolated by filtration, washed with ethyl acetate and water, and then dried for 
two hours in a vacuum oven at 80 °C to provide 0.75 g of {4-[3-(5,6-dimethyl-8-propyl- 

7ff-imidazo[4,5-c^^ 
ylmethanone as a white solid. 



20 Part C 



W -(5,6^Dimeth^ 
yl)propane-l-sutfony^ < 075 & U ^ W&S 

converted to {4-[3<4-anmo-6,7-to^ 

ylkmpane-l-sulfonyq^^^^ 
25 FofExample92. The crude product was triturated with ethyl acetate, isolated by 

filtration, and dried overnight under high vacuum at 90 «C toprovide 0.52 gof the desired 
product as a white powder, mp 224.0-226.0 °C. 

•H NMR (300 MHz, DMSO-*) 5 7.92 (d, /= 8.4, 2H), 7.63 (d, /= 8.4, 2H), 5.55 (br s, 
2H) 4 25 (dd, J= 7.8, 7.8, 2H), 3.60 (br s, 4H), 3.52 (dd, 7.6, 7.6, 2H), 3.23 (br s, 2H), 
30 2.66 (dd, 7= 7.5, 7.5, 2H), 2.22 (s, 3H), 2.17 (s, 3H), 1.91-1.79 (m, 2H), 1.73-1.61 (m, 
2H),0.90(W=7.3,3H); 
MS (APCI) m/z 500 (M + H) + ; 
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Anal. Calcd for C&*&& C, 60.10; H, 6.657; N, 14.02; Found: C, 59.96; H, 6.70; N, 
13.81. 

Example 102 

tf_{ 2 -[2<4-Airmo-2^yW 

yl)euioxy]e1hyl}methanesulfonamide 




Part A 

The general method described in Part A of Example 80 was followed using 2-(2- 
L0 aminoethoxy)ethanol (46.0 mL, 458 mmol) in lieu of ethanolamine to prepare 90.0 g of 
tert-butyl 2-(2-hydroxyethoxy)ethylcarbamate as a colorless oil. 
PartB 

Under a nitrogen atmosphere, a solution of fert-butyl 2-(2- 
hydroxyethoxy)ethylcarbamate (89.0g, 434 mmol) in dichloromethane (1.5 L) was cooled 

15 to 0 'C; memylamine (90.7 mL, 650 mmol) was added dropwise. Methanesulfonyl 

chloride (36.9 mL, 477 mmol) was then added over aperiod of 45 minutes. Aprecipitate 
formed, and the reaction became yellow. The reaction was allowed to warm to room 
temperature and stirred overnight. Saturated aqueous sodium bicarbonate (750 mL) was 
added The organic layer was then sequentially washed with water (3 x 500 mL) and brine 

20 (250 mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure 
to provide 119.2 g of 2-{2-[(*ert*utoxyca^^^ 38 
a light orange oil. 
PartC 

Under a nitrogen atmosphere, sodium azide (29.8 g, 458 mmol) was added to a 
25 solution of 2-{2-[(^-butoxycarbon y l)amino]etho X y}ethyl methanesulfonate (118 g, 416 
mmol) in DMF, and the reaction was heated at 90 °C for six hours. The reaction was 
allowed to cool to room temperature overnight, and then the solvent was removed under 
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reduced pressure. Water (1 L) was added, and the resulting solution was extracted with 
diethyl ether (4 x 500 mL). The combined extracts were washed with water (1 x 250 mL), 
dried over magnesium sulfate, filtered, and concentrated under reduced pressure to yield 
93.0 g of tort-butyl 2-(2-azidoethoxy)ethylcarbamate as a colorless oil. 
5 PartD 

Under a nitrogen purge, 10% palladium on carbon (9.2 g) was added to a solution 
of tert-butyl 2-(2-azidoethoxy)ethylcarbamate (92.0 g, 399 mmol) in toluene (900 mL) in 
apressure vessel. The vessel was placed under hydrogen pressure (30 psi, 2.0 x 10 s Pa), 
and for the first 20 minutes, the hydrogen was replaced every five minutes and brought to 

10 apressureof(20psi, 1.4 x10 s Pa). The reaction was maintained under hydrogen pressure 
(20psi, 1.4x 10 5 Pa) overnight. The reaction mixture was filtered through a layer of 
CELTTE filter aid, and the filter cake was washed with ethanol. The filtrate was 
concentrated under reduced pressure to yield 77.4 g of tert-butyl 2-(2- 
aminoethoxy)ethylcarbamate as a light green oil. 

15 PartE 

The general method described in Part B of Example 82 was used with tert-butyl 2- 
(2-aminoemoxy)ethylcarbamate in lieu of 2-[3^,3.^ol-2-y\)pvovoxy}^ylmm & . The 
reaction was heated at 60 °C overnight The crude product, an orange oil, was 
recrystallized from 40:60 ethyl acetate:hexane (100 mL) using seed crystals from a 
20 previous run. The crystals were isolated by filtration and washed with cold 90:10 
hexane:ethyl acetate. The mother liquor was concentrated under reduced pressure to 
provide a solid which was purified by column chromatography on silica gel (1200 mL, 
eluting with 70:30 hexane:ethyl acetate). The products purified by each method were 
combined to provide 59.5 g of tert-butyl 2-{2-[(2-cMo ro -5,6-dimemyl-3-mtropyridm^ 
25 yl)amino]ethoxy}ethylcarbamate as a light orange solid, m. p. 70-73 °C. 
PartF 

The general method described in Part A of Example 92 was used to convert tert- 
butyl2-{2-[(2-cttoro-5,6^ 

(57.0 g, 147 mmol) to 51.6 g of tert-butyl 2-{2-[(5,6-dimemyl-8-nitrotetrazolo[l,5- 
30 a]pyrito-7-yl)ammo]emoxy}efoylcarbamate, obtained as a yellow solid, m. p. 109-111 

°C. 
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Under a nitrogen purge, 5% platinum on carbon (2.5 g) was added to a Parr vessel 
containing a solution of tert-butyl ^{^^oro-S.o^elhyl-g-mtrotetrazoloLl^ 
a]pyridm-7-yl)annno]e11ioxy}ethylcarbaniate (25.0 g, 63.2 mmol) in toluene (500 mL). 
The vessel was placed under hydrogen pressure (30 psi, 2.0 x 10 s Pa) for four hours, and 
5 then 2-propanol (50 mL) was added. The reaction mixture was filtered through a layer of 
CELrTE filter aid, and the filter cake was washed with 2-propanol (500 mL) and ethanol 
(500 mL). The filtrate was concentrated under reduced pressure to yield 22.9 g of rerf- 
butyl2-{2-[(8-ammo-5,6-dimethyltetrazolo[l,5wi]pyridin-7- 
yl)amino3ethoxy}ethylcarbamate as a brown oil. 
10 PartH 

The general method described in Part E of Example 85 was used to convert tert- 
butyl2-{2-[(8-ammo-5,6-dimethyltetrazolo[l,5-fl]pyridin-7- 
yl)amino]ethoxy}ethylcarbamate (22.8 g, 62.4 mmol) to tert-butyl 2-{2-[(8-ethyl-5,6- 
tamyl-7tf-imidazo[4^ 

Triethylorthopropionate (13.2 mL, 65.5 mmol) was used in lieu of umiethylorthobutyrate. 
The crude product was obtained as a light brown solid (20.2 g), which was stirred with 
water (500 mL) for 15 minutes, isolatedby filtration, and dried overnight in a vacuum 
oven at 80 °C, to provide the desired product, mp 186-188 »C, which was used without 
fiirther purification. 
20 Parti 

A solution of trifluoroacetic acid (188 mL, 2.44 mol) in dichloromethane (300 mL) 
was cooled to 0 °C. A solution of ^-butyl2-{W^^ 
c ]tetrazolo[l,5^1pyridin-7-yl)]ethoxy}e1hylcarbamate (19.7 g, 48.8 mmol) in 
dichloromethane (300 mL) was then slowly added over aperiod of 30 minutes, and 1he 
reaction was stirred overnight The volatiles were removed under reduced pressure, and 
the residual brown oil was stirred with 2-propanol (300 mL) to form a white salt, which 
was isolated by filtration and dried in a vacuum at 80 °C. The salt was dissolved in water 
(200 mL), and solid sodium carbonate was added to adjust to pH 12. The solution was 
extracted with chloroform overnight with a continuous extractor. The extracts were dried 
30 over magnesium sulfate, filtered, and concentrated under reduced pressure to provide 1 1 .5 
gof2-[2-(8-emyl-5,6^emyl-7i^hmda^ 
yl)emoxy]emylamine as a white solid, m. p. 181-183 °C. 
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Part J 

The general method described in Part B of this example was used with the 
followingmodifications. 2-[2-(8-Emyl-5,6-dimemy^^ 

a]pyridm-7-yl)emoxy]emylarmne(2.25 g, 7.42 rnmol) was used m lieu of terf-butyl 2-(2- 
5 hydroxyethoxy)ethylcarbamate. The reaction was stirred for 2 hours, and 2.8 g of crude 
product were obtained after the work-up. The crude product was purified by column 
chromatography on silica gel (200 mL, eluting with 90:10 dichloromelhanemaethanol) to 
provide 2.30 g of tf-{2-[2<8-efoyl-5,6-dm^^ 

fl]pvridm-7-yl)emoxy]emyl}metbanesulfonamide as a white solid, m. p. 216-218 °C. 
10 PartK 

The general method described in Part F of Example 92 was used to convert N- {2- 
[2<8-emyl-5,6-dimemyl-7i^^ 

yl)ethoxy]ethyl}methanesulfonamide (2.25 g, 5.90 mmol) to W44Bta>W 

6,7-dimefcyl-UWrmdazo^^^ 
15 crudeproductwasobtainedasacolorlessoil(2.03 g), which was recrystallized from 2- 

propanol (45 mL) and dried in a vacuum oven at 70 °C to provide 1.37 g of the desired 
- product as a white powder, mp 145-147 °C. 

»H NMR (300 MHz, DMSO) 5 6.99 (br t, 1H), 5.57 (s, 2H), 4.41 (t, 7= 5.6 Hz, 2H), 3.69 
(t, J= 5.6, 2H), 3.40 (t, J- 5.8, 2H), 3.02 (q, /= 5.6, 2H), 2.85 (q, J= 7.5, 2H), 2.82 (s, 
20 3H), 2.35 (s, 3H), 2.30 (s, 3H), 1.31 (t, J= 7.5, 3H); 
MS (APCI) m/z 356 (M + H) + ; 

Anal. Calcd for C 15 H 2 5N 5 0 3 S: C, 50.69; H, 7.09; N, 19.70. Found: C, 50.69; H, 7.17; N, 
19.68. 

25 Examples 103 and 104 

2-[2<8-Ethyl-5,6-dmetoyl-7iM 

yl)emoxy]emylamine was obtained as described in Parts A through I of Example 102. 

Under anitrogen atmosphere, a solution of 2-[2<8-emyl-5^dimemyl-7H-imidazo[4,5. 

c ]tetraazolo[l,5-afe^^ d equivalent) and in dichloromethane 

30 was cooled to 0 °C; triemylarnine (1.1 equivalents) was added. The acid chloride (1.1 

equivalents) selected from the table below was then added dropwise, and the solution was 

allowed to warm to room temperature and stirred for several hours. The reaction was 
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washed with 5% aqueous sodium hydroxide (200 mL), and the aqueous layer was 
extracted with dichloromethane (2 x 200 mL). The combined organic solutions were dried 
over magnesium sulfate, filtered, and concentrated under reduced pressure to provide a 
white solid, which was treated using the general method described in Part F of Example 92 
and purified as described below! 



H 



Example Number 


Acid Chloride 


R 


103 


4-morpholinecarbonyl chloride 




104 


cyclohexylcarbonyl chloride 


L ~° 



Example 103 

jV--{2-[2<4-Amino-2-e^ 



10 

The crude product was obtained as a white solid, which was recrystallized from 2- 
propanol and dried overnight in a vacuum oven at 80 °C. The crystals were dissolved in 
dichloromethane, and the solution was concentrated under reduced pressure to provide 
1.46 g of tf-{2-[2-(4-ammo-2-emyW 
15 yl)ethoxy]ethyl}morpholine-4-carboxamide as a white powder, mp 182-184 °C. 

l H NMR (300 MHz, DMSO) 8 6.40 (t, J= 5.4 Hz, 1H), 5.63 (s, 2H), 4.39 (t, J= 5.4, 2H), 
3.67 (t, J- 5.4, 2H), 3.51 (m, 4H), 3.34 (t, /= 6.1, 2H), 3.18 (m, 4H), 3.11 (q, J= 5.8, 
2H), 2.84 (q, 7.5, 2H), 2.35 (s, 3H), 2.30 (s, 3H), 1.30 (t, J= 7.5, 3H); 

MS (APCI) m/z 391 (M + H) + ; 
20 Anal.CalcdforC 19 H3oN60 3 :C,58.44;H,7.74;N,21.52. Found: C, 58.22; H, 7.77; N, 

21.73. 
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Example 104 

fl42-[2<4-Amino-2^yW 

yl)ethoxy]ethyl}cyclohexanecarboxamide 

The crude product was purified by column chromatography on silica gel (1 50 mL, 
5 eluting with 85:15 dichloromethane:methanol) and recrystallization from 2-propanol (20 
mL). Thepurifiedcrystalsweremssolvedmmemanol,andmeresmtmg 
concentrated under reduced pressure to provide 0.88 g of ^{2-[2<4-amino-2-ethyl-6,7- 
dimemyl-lff-infidazo[^ 88 * 

white powder, mp 170-172 °C. 
10 'H NMR (300 MHz, CDCB) 5 5.36 (br t, 1H), 4.89 (s, 2H), 4.43 (t, J= 5.4 Hz, 2H), 3.72 
(t, /= 5.5, 2H), 3.43-3.38 (m, 2H), 3.34-3.27 (m, 2H), 2.88 (q, J= 7.5, 2H), 2.45 (s, 3H), 
2.43 (s, 3H), 1.92-1.61 (m, 6H), 1.42 (t, .7=7.5, 3H), 1.35-1.16 (m, 5 H); 
MS (APCI) m/z 388 (M + H) + ; 

Anal. Calcd for C 21 H 33 N 5 0 2 : C, 65.09; H, 8.53; N, 18.07. Found: C, 64.85; H, 8.66; N, 
15 17.86. 

Example 105 

tf-Cyclohexyl-JV'-{2-[2^ 

yl)ethoxy]ethyl}urea 

NH 2 




20 



A modification of the methods described in Examples 103 and 104 was used to 
convert 2-[2<8-etoyl-5,6-dimefoyW 

yl)emoxy]emylamine (2.00 g, 6.59 mmol) to Ar-cyclohexyl-iV-{2-[2-(2-ethyl-6,7- 
dimemyl-lff-imidazo^^ No triemylamine was used, 

25 and cyclohexyl isocyanate (0.93 mL, 7 .25 mmol) was used in lieu of an acid chloride. The 
crude hydrogenation product was isolated as an off-white solid, which was recrystallized 
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twice from 2-propanol (15-17 mL/g) to provide 1.29 g of the desired product as white 
crystals, mp 187-189 °C. 

l H NMR (300 MHz, CDC13) 8 4.94 (s, 2H), 4.42 (t, J= 5.3 Hz, 2H), 4.23 (d, /= 8.1, 1H), 
3.89 (t, J= 5.3, 1H), 3.67 (t, 5.3, 2H), 3.51-3.37 (m, 1H), 3.36-3.31 (m, 2H), 3.19 (q, J 
= 5.3, 2H), 2.86 (q, J= 7.5, 2H), 2.45 (s, 3H), 2.42 (s, 3H), 1.92-1.82 (m, 2H), 1.75-1.54 
(m, 3H), 1.41 (t,/= 7.5, 3H), 1.36-1.04 (m, 5 H); 
MS (APCT) m/z 403 (M + H) + ; 

Anal. Calcd for C^Ha^O* C, 62.66; H, 8.51; N, 20.88. Found: C, 62.39; H, 8.74; N, 
20.85. 

Example 106 

l-{2-[2-(l,l-DioxidoisomiazoU<M^ 

imidazo[4,5-c]pyridm-4-amine 




15 Part A 

2-[2-(8-Emyl-5,6-dimemyl-7ff-imidazo[4,5-c]tetraazolo 
yl)emoxy]emylamine (2.00 g, 6.59 mmol) was obtained as described in Parts A through I 
of Example 102 and treated using the method of Part J of Example 102 with 3- 
chloropropanesulfonyl chloride (0.88 mL, 7.25 mmol) used in lieu of methanesulfonyl 
20 chloride. The crude product was purified by column chromatography on silica gel (100 
mL, eluting with 95 :5 dichloromethane:memanol) to provide an amber oil, which was 
triturated with diethyl ether. The product was isolated by nitration to provide 2.62 g of 3- 
cMoro-JH2-[2-(8-emyl-5,6^^ 

yl)emoxy]emyl}propane-l-sulfonamide as a white solid, m. p. 126-129 °C. 
25 PartB 

Under a nitrogen atmosphere, l,8-diazabicyclo[5.4.0]undecene-7 (42 mL, 28 
mmol) was added to a solution of 3^Uoro-J^{2-[2-(8-emyl-5,6-dimemyl-7H- 
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imidazo[4,5-c]tetrazolo[l^ (2 * 50 g ' 

5.63 mmol) in DMF (50 mL), and the reaction was stirred overnight at room temperature. 
The solution was concentrated to about 25 mL under reduced pressure, and water (300 
mL) was added. A white precipitate formed, which was isolated by filtration and 
5 recrystallized from acetonitrile (20 mL) to provide 1.95 g of 7-{2-[2-(l,l- 
rtoHdoisottoazondm-2^^^ 

c]tetraazolo[l,5-a]pyridine as white crystals, m. p. 176-178 °C. 
PartC 

7-{2-[2-(l,l-r*oxidoisothiazoU^ 
10 inudazo[4,5-c]tetrazolo[l,5-a]pvridine (1.60 g, 3.93 mmol) was treated using the 

procedure described in Part F of Example 92. The crude product was purifed by column 
chromatography on silica gel (75 mL, eluting with 80:20 dichloromethanemethanol) and 
recrystallized fiom 2-propanol to provide 0.38 g of white crystals. The crystals were 
dissolved in 2-propanol (10 mL) and treated with a 1 M solution of hydrochloric acid in 

15 diethyl ether (1 mL). The solution was stirred for 30 minutes, and the resulting salt was 
isolated by filtration and washed with diethyl ether. The salt was dissolved in water (25 
niL),mdsolidsodiumcarbonatewasaddedtoadjusttopH12. The solution was seeded 
with material made in a previous run, and the resulting solid was isolated by filtration and 
washed with water to provide 0.18 g of l-{2-[2-(l,l-dioxidoisothiazoUdin-2- 

20 yl)ethoxy]emyl}-2-emyl-6,7-dm^^ 28 awhite 

mp 157-159 °C. 

l H NMR. (300 MHz, CDC13) 6 4.86 (s, 2H), 4.44 (t, J= 5.4 Hz, 2H), 3.74 (t, J= 5.4, 2H), 
3.57-3.51 (m, 2H), 3.13-3.08 (m, 2H), 3.04-2.97 (m, 2H), 2.89 (q, J= 7.5, 2H), 2.87 (t, /= 
6.8, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.19-2.08 (m, 2H), 1.41 (t, J= 7.5, 3H); 
25 MS(APCl)w/z382(M + H) + ; 

Anal. Calcd for C^NjC^O-SO h 2 0: C, 52.29; H, 7.23; N, 17.93. Found: C, 52.54; H, 

7.49; N, 18.02. 
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Example 107 

AT-{2-[2-(4-Ammo-2-emyW^ 

benzoylurea 

NH 2 

Vr 





5 PartA 

2-[2-(8-Emyl-5,6-dmetoyl-7#-h^^ 
yl)ethoxy]ethylamiiie (2.00 g, 6.59 mmol) was obtained as described in Parts A through I 
of Example 102 and treated using the method of Part F of Example 92. The crude product 
was recrystallized from toluene (57 mL/g) to provide 3.19 g of l-[2-(2- 
10 animoethoxtfethyl]^ 38 wMte 

crystals, m. p. 152-154 °C. 
- PartB 

A solution of l-[2-(2-anmoe1hoxy)ethyl]-2-e^ 
c ]pyridm-4-amine (1.60 g, 5.77 mmol) was treated with benzoyl isocyanate (0.98 g, 6.6 
15 mmol) using the method described in Example 105. The crude product was purified by 
column chromatography on silica gel (150 mL, eluting with 90:10 
dichloromethane:methanol) and recrystallized from acetonitrile (75 mL/g). The crystals 
were subsequently recrystallized twice from 2-propanol (40-44 mL/g) and then stirred in 
water for 30 minutes and isolated by filtration. The solid was dried for three days under 
20 high vacuum to provide 0.54 g of tf-{2-[2-(4-ammo-2^ 

c]pvridin-l-yl)ethoxy]emyl}-JV , -benzoylurea as a white solid, mp 185-187 °C. l HNMR 
(300 MHz, CDC13) 8 8.98 (br s, 1H), 8.87 (br t, 1H), 7.93-7.87 (m, 2H), 7.63-7.56 (m, 
1H), 7.52-7.44 (m, 2H), 4.84 (s, 2H), 4.45 (t, /= 5.8 Hz, 2H), 3.76 (t, J= 5.8, 2H), 3.57- 
3.46 (m, 4H), 2.91 (q, /= 7.5, 2H), 2.42 (s, 6H), 1.41 (t, /= 7.5, 3H); MS (APCI)^425 
25 (M + H) + ; Anal. Calcd for ^2^03.0.25 H 2 0: C, 61.59; H, 6.70; N, 19.59. Found: C, 
61.25; H, 6.90; N, 19.72. 



234 



WO 03/103584 



PCT/US03/17659 



Example 108 

;^[({2-[2-(4-Ammo-2^yl-6,7-d^^ 

yl)ethoxy]ethyl}amino)carbonyl]benzenesulfonamide 




5 A solution of l-[2-(2-aimnoethoxy)ethyl]-2-emyl^ 

c]pyridin-4-amine (1.45 g, 5.23 mmol), obtained as described in Part A of Example 107, 
was treated with benzenesulfonyl isocyanate (0.70 mL, 5.2 mmol) using a modification of 
the method described in Example 105. The crude reaction mixture was concentrated 
under reduced pressure, and the residue was purified by column chromatography on silica 

10 gel (eluting with 79.5:19.5:1 olcMoromethane:methanol:triemylaniine) to provide a white 
solid The solid (1.05 g) was stirred with 90:10 dichloromethanemethanol (40 mL), 
isolated by filtration, and recrystallized from DMF (10 mL) to provide 0.41 g of JV-[({2-[2- 
(4-animo-2-etoyl-6,7^emyl4^^ 

yl)emoxy]ethyl}animo)carbonyllbenzenesulfonamide as a white solid, mp 201-203 °C. 
15 MS(ESI)m/z461 (M + H) + . 



2-(EthoxymemylW^emyl-l-[2-(p^ 



Example 109 




Part A 
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(2 -CMoro-5,6-dimemyl-3-mu^^^ 
(19 6 g, 58.2 mmol), which was prepared as described in Parts A through C of Example 
84, was treated with sodium azide (7.57 g, 1 16 mmol) using the general method described 
in Part A of Example 92. The crude solid was recrystallized from acetonitrile to provide 
16.2 g of (5,6-tamyl-8-mtotetrazoto^ 
ylmethoxy)erayl]amine as an orange solid. 
PartB 

(5,6-Dhnemyl-8-mtrotetraazolo[l,5-a]pyridm-7-yl)-[2-(py^ 
ylmemoxy)emyl]amine (16.2 g, 46.9 mmol) was hydrogenated using the conditions 
described in Part G of Example 80 with the Mowing modification. The filter cake was 
washed with hot toluene and 50:50 dichloromethane:methanol, the filtrate was 
concentratedunderreducedp^^ 

with diethyl ether and isolated by filtration to afford S.eKtoethyl-^-P-Cpyridm^- 
ylmemoxy)emyl]tetrazolo[l,5^]pyridme-7,8^amine as a white solid. 

15 PartC 

The general method described in Part E of Example 82 was used to convert 5,6- 

dmefcyl-A^2-(pyri^ (6, ° g ' 

19 mmol) to 8-ethoxy-5,6-dimemyl-7-[2-(pyridm^ 

c]tetrazolo[l .S^pyridine. The crude product was triturated with diethyl ether, isolated by 
filtration, and recrystallized from acetonitrile (1 .8 mL/g) to provide 4.53 g of the desired 
product as off-white crystals. 
PartD 

Under a nitrogen atmosphere, a solution of 8-emoxy-5,6-dimethyl-7-[2-(pyndm-4- 

ylmemoxy)emyl]-7iM^ < 4 - 04 & 10 * 5 ^ 

IS triphenyl phosphine (3.04 g, 1 1.6 mmol) in xylene (50 mL) was heated at reflux for 18 
hours. The solution was allowed to cool to room temperature, and the volatile* were 
removed under reduced pressure. The residual oil was treated with aqueous hydrochloric 
acid (50 mL of 1 M) and stirred for 30 minutes; a white precipitate formed. The solution 
was then washed with dichloromethane (3 x 2 mL), treated with 1 N aqueous potassium 
30 hydroxidetoadjusttopH14,andcooledtonear0oC. The product precipitated and was 
isolated by filtration, washed with diethyl ether, and dried under reduced pressure. The 
resulting solid was washed with water, isolated by filtration, washed with diethyl ether, 
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and recrystallized from toluene. Hie solid was dissolved in methanol, and the solution 
was concentrated under reduced pressure. This was repeated three times before the solid 
was finally triturated with diethyl ether and isolated by filtration to provide 2.17 g of 2- 
(ethoxymemylW-to^^ 

5 4-amine as small tan crystals, mp 143-145 °C. 

'H NMR (300 MHz, DMSO) 8 8.45 (d, J= 6.2 Hz, 2H), 7.11 (d, J= 5.6 Hz, 2H), 5.80 (s, 
2H), 4.69 (s, 2H), 4.61 (t, J= 5.6 Hz, 2H), 4.48 (s, 2H), 3.80 (t, J= 5.6 Hz, 2H), 3.48 (q, J 
= 6.9 Hz, 2H), 2.37 (s, 3H), 2.31 (s, 3H), 1.10 (t, J= 6.9 Hz, 3H); 
MS (APC1) m/z 356 (M + H) + ; 

10 Anal. Calcd for C.^N^: C, 64.20; H, 7.09; N, 19.70; Found: C, 63.93; H, 7.43; N, 

19.76. 

Example 110 

2.6.7- Trimemyl-l-[2-(pyr^ 

NH 2 

Using the general method described in Part E of Example 85, 5,6-dimethyl-iV- 7 -[2- 
(pyridm-4-ylmemoxy)emyl]tetrazolo[l,5-c]pyridme-7^ (6.0 g, 19 mmol), 

prepared as described in Parts A and B of Example 109, was treated with 
triethylorthoacetate (3.7 mL, 20 mmol) in Ueu of trimethylorthobutyrate. The crude 
20 product was triturated with diethyl ether and isolated by filtration to provide 6.07 g of 

5.6.8- trimemyl-7-[2-(pyridm^ 
c]pyridine as a brown solid- 
Part B 

The general method of Part D of Example 109 was used to convert 5,6,8-trimethyl- 
25 7-[2-(pyridm-4-ylmethoxy)eW < 444 & 130 

mmol) to 2.18 g of 2,6,7-trime%l-l-[2-(pyridm-4-ylmemoxy)eW 
c]pyridm-4-amine, which was obtained as a white solid, mp 208-210 °C. 
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l H NMR (300 MHz, DMSO) 8 8.45 (m, 2H), 7.11 (d, J= 6.2 Hz, 2H), 5.64 (s, 2H), 4.50 
(t, 5.6 Hz, 2H), 4.48 (s, 2H), 3.77 (t, /= 5.3 Hz, 2H), 2.50 (s, 3H), 2.33 (s, 3H), 2.29 
(s, 3H); MS (APCI) m/z 3 12 (M + H) + ; 

Anal. Calcd for Cn^NjO: C, 65.57; H, 6.80; N, 22.49; Found: C, 65.60; H 6.84; N, 



5 22.57. 



10 



Example 111 

2<Ethoxymethyl)^^ 

imidazo[4,5-c]pyridin^amine 




Part A 

Using a modification of the method described in Part A of Example 85, 2-(2- 
cmoro-5,6^emyl-3-mtropyridin^ylammo)ethanol was prepared. Ethanolamine was 
used in lieu of 5-amino-l-pentanol, and the reaction was heated at 60 °C for six hours. 
15 PartB 

Pyridine (1.0 mL, 12 mmol) and 4^emylammopyridhie (DMAP) (0.005 g, 0.04 
mmol) was added to a solution of 2-(2-cWoro-5,6HumemyM-m^pyridin-4- 
ylamino)ethanol (0.50 g, 2.0 mmol) in anhydrous dichloromethane (4.5 mL). Under a 
nitrogen atmosphere, acetic anhydride (0.8 mL, 8 mmol) was added, and the yellow 
20 solution was stirred at room temperature for 1.3 hours. The volatiles were removed under 
reduced pressure, and the residual yellow oil was dissolved in dichloromethane. The 
solution was washed with aqueous sodium bicarbonate, water, and brine, and then dried 
over sodium sulfate, filtered, and concentrated under reduced pressure to provide 0.55 g of 
acetic acid 2<2^Uoro-5,6-dimemyl-3-m^yridm^ylarnmo)emyl ester as a yellow 

25 solid. 
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PartC 

A modification of the method of Part A of Example 92 was used to convert acetic 
acid l^mato-Sfi^^-i-^y^^^^ 0 ^ 1 ester (8.02 g, 27.9 mmol) to 
acetic acid 2K5,6-dimethyl-8-mtroteu^^ A 3:1 

5 acetomtrile:water mixture was used as the solvent, and the reaction was heated at reflux 
for 21 hours. The crude product was obtained as an oil, which was triturated with diethyl 
ether, isolated by filtration, and washed with water and diethyl ether to provide 7.3 gofthe 
desired product. 
PartD 

10 The procedure described in Part F of Example 80 was used to convert acetic acid 

2<5,6-dimemyi-8-mtrotetraazolo[l,5^]pyridm^^ ester (6.18 g, 21.0 mmol) 

to 5.20 g of acetic acid 2<8-animo-5,6-dime^^ 
ester, which was obtained as a tan sohd. 
PartE 

15 The method described in Part E of Example 82 was used to convert acetic acid 2- 

(8-amino-5,6-dimefcyltetr^^ ester (5.20 g, 19.7 mmol) 

to 6.10 g of acetic acid 2<8-eflwxyine^ 
a]pyridin-7-yl)ethyl ester, which was obtained as a tan solid. 

PartF 

20 A mixture of 2-(8^moxymemyl-5,6^etoyl-7i^^^ 

a]pyridin-7-yl)ethyl ester (6.10 g, 18.4 mmol) and methanol (60 mL) was stirred and 
heated to 70 °C. Potassium carbonate (1.90 g, 13.8 mmol) was added to the resulting 
solution, and the reaction was stirred at 70 °C for 1 5 minutes then allowed to cool to room 
temperature. The volatiles were removed under reduced pressure, and the residue was 

25 dissolved in 9:1 dichloromethane:methanol and filtered through a layer of silica gel (53 g). 
The volatiles were removed under reduced pressure to provide 4.98 g of 2<»- 
emoxymemyl-5,6^emyl-7M^ 38 a 

solid containing some minor impurities. 
PartG 

30 The method described in Part A of Example 81 was followed. 2-(8-Ethoxyme1hyl- 

5,6^emyl-7H-irm(la Z o[4^^^ ( 4 - 98 & 16 ' 8 ^ 

wasusedmUeu^-butyl2.hydroxyethylcarbamate. 8-Etooxymemyl-5,6-dimethyl-7-(2- 
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prop-2-ynyloxyethyl)-7#-imid^^ (5.5 g), containing some 

minor impurities, was obtained as a white solid 

PartH 

The method described in Part B of Example 81 was followed. 8-Ethoxymethyl- 
5 5,6-dimethyl-7-(2-pn>p-2-ynyloxye^ (5.5 g, 

17 mmol) was used as the starting material in lieu of ter/-butyl 2-(prop-2- 
ynyloxy)ethylcatbamate, and 5-bromopyrimidine was used in lieu of 3-bromopyridine. 
The crude product was purified by column chromatography on silica gel (620 g, eluting 
with 98:2 dichloromethanemethanol), and the resulting solid was mixed with 2-propanol 
10 (150 mL). Insoluble impurities were removed by filtration, and the solution was 

concentrated to a volume of 20 mL. The product crystallized and was isolated by filtration 
and washed with 2-propanol and diethyl ether to provide 6.10 g of 8-ethoxymethyl-5,6- 
dimethyl-7-[2-(3-pyrimidin-5^ 
a]pyridine as white crystals. 
15 Parti 

The method described in Part D of Example 109 was used with the following 
modification. The reaction was carried out in refluxing toluene, and 8-ethoxymethyl-5,6- 
dmethyl-7-[2-(3-pyrimddm^ 

fl]pyridine (6.20 g, 15.3 mmol) was used in lieu of 8-ethoxy-5,6-dimethyl-7-[2-(pyridin-4- 
20 ylmethoxy)ethyl]-7#-imidazo[4^ The crude product was 

purified by column chromatography on silica gel (200 g, eluting with 95:5 

dichloromethane:methanol) to provide 0.852 g of 2-(ethoxymethyl)-6,7-dim^ 

pyrimidin-5-ylprop-2-ynyl)oxy]ethyl}^^ as a white 

powder, mp 122-124 °C. 
25 l E NMR (300 MHz, DMSO) 8 9.18 (s, 1H), 8.83 (s, 2H), 6.05 (s, 2H), 4.70 (s, 2H), 4.61 

(t, J= 5.6 Hz, 2H), 4.44 (s, 2H), 3.90 (t, J= 5.6 Hz, 2H), 3.50 (q, J= 6.9 Hz, 2H), 2.40 (s, 

3H), 2.30 (s, 3H), 1.12 (t, /= 7.2 Hz, 3H); 

MS (APCI) m/z 381 (M + H) + ; 

Anal. Calcd for C20H24N6O2: C, 63.14; H, 636; N, 22.09; Found: C, 62.84; H, 6.37; N, 
30 22.12. 
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Example 112 
2-(Ethoxymethyl)-6,7-dimethyM-[2^ 

c]pyridin-4-amine 




5 Under a nitrogen purge, 2-(ethoxymethyl)-6 ,7-dimethyl- 1 - {2- [(3 -pyrimidin-5- 

ylprop-2-ynyl)oxy] ethyl} -ljy-imidazo[4,5-c]pyridui-4-ainine (0.69 g, 1.8 mmmol), 
prepared as described in Example 111, 10% palladium on carbon (0.1 g), and methanol 
(10 mL) were added to a Parr vessel. The vessel was placed under hydrogen pressure (50 
psi, 3.4 x 10 s Pa) for 2.5 hours. The reaction mixture was filtered through a layer of 

10 CELTTE filter aid, and the filter cake was rinsed with methanol (200 mL). The filtrate was 
concentrated under reduced pressure to yield an oil, which was triturated with diethyl ether 
then recrystallized from toluene (3 mL). The crystals were dried for 24 hours at 94 °C and 
then dissolved in methanol. The solution was concentrated to provide an oil that was 
triturated with diethyl ether and dried under reduced pressure to provide 0.202 g of 2- 

15 (ethoxymethyl)-6,7-dimethy^ 

c]pyridin-4-amine as a white powder, mp 127-129 °C. 

*H NMR (300 MHz, DMSO) 8 9.00 (s, 1H), 8.54 (s, 2H), 5.79 (s, 2H), 4.69 (s, 2H), 4.54 
(t, /= 5.6 Hz, 2H), 3.70 (t, 7= 5.6 Hz, 2H), 3.5 (q, J= 7.1 Hz, 2H), 3.33 (t, J= 6.2 Hz, 
2H), 2.47 (t, 7= 8.1 Hz, 2H), 2.39 (s, 3H), 2.31 (s, 3H), 1.74 (p, 7.5, 6.2 Hz, 2H), 1.31 
20 (t,/=6.9Hz,3H); 

MS (APCI) m/z 385 (M + H) + ; 

AnaL Calcd for C20H28N6O2: C, 62.48; H, 7.34; N, 21.86; Found: C, 62.20; H, 7.34; N, 
21.58. 

25 
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Example 113 
N- {2-[2-{4-Amino-7-bromo-2-propyl- 
l#-imidazo[4,5-c]pyridm^ 




Solid potassium acetate (0.62 g, 632 mmol) was added to a solution of N- {2-[2-(4- 
amino-2-propyl- liWnudazo[4,5-c]pyridin- 1 -yl)ethoxy]ethyl}methanesulfonamide (1.8 g, 
5.27 mmol) in acetic acid (32 mL). After the potassium acetate had dissolved bromine 

10 (1.26 g, 7.91 mmol) was added dropwise. The reaction was stirred at ambient temperature 
for 40 minutes at which time analysis by thin layer chromatography indicated that the 
reaction was complete. Excess bromine was quenched by the addition of saturated 
aqueous sodium bisulfite (~ 1 mL). The pH of the reaction mixture was adjusted to pH 7 
by the addition of saturated aqueous sodium bicarbonate (100 mL) followed by the 

1 5 addition of solid sodium bicarbonate. The reaction mixture was extracted with 

dichloromethane (2 x 100 mL). The combined extracts were washed sequentially with 
water, saturated aqueous sodium bicarbonate (100 mL) and brine (100 mL), dried over 
sodium sulfate, filtered and then concentrated under reduced pressure to provide a brown 
gooey solid. This material was purified by chromatography (silica gel eluting with 95:5 

20 dichloromethane:methanol) to provide 1 .7 g of N- {2-[2-(4-amino-7-bromo-2-propyl-l H- 
imidazo[4,5-c]pyridin-l-yl)e^ as a white waxy solid, mp 

129-131 °C. 

j H NMR (300 MHz, DMSO-rf*) 87.68 (s, 1H), 7.00 (t, /= 6.0 Hz, 1H), 6.21 (bs, 2H), 4.55 
(t, J= 5.7 Hz, 2H), 3.75 (t, /= 5.7 Hz, 2H), 3.42 (t, /= 5.7 Hz, 2H), 3.03 (q, J= 5.9 Hz, 
25 2H), 2.86 (t, J= 7.5 Hz, 2H), 2.84 (s, 3H), 1.81 (sextet, 7.5 Hz, 2H), 1.01 (t, /= 7.5 
Hz, 3H); MS (APCI) m/z 420/422 (M + H) + ; 

Anal. Calcd for Ci^BrNsOsS: C, 40.01; H, 5.28: N, 16.66. Found: C, 39.66; H, 4.95; 
N, 16.29. 
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Example 114 
l-[2-(2-Aminoethoxy)ethyl]-7-bro^ 

NH 2 




5 Part A 



Using the general method of Example 113, ter*-butyl 2-[2-(4-amino-2-propyMJ [ /'- 
imidazo[4,5-c]pyridin-l-yl)etto^ (0.9 g, 2.48 mmol) was brominated to 

provide 0.85 g of tert-butyl 2-[2-(4-amino-74>romo-2-propyl-l^^ 
yl)ethoxy]ethylcarbamate as a brown foam. 



Hydrochloric acid (1 .8 mL of 4.25 M in ethanol) was added to a solution of the 
material from Part A in ethanol (10 mL). The reaction was heated at reflux for 1 hour and 
then concentrated under reduced pressure to provide a brown foam. The foam was 
recrystallized from ethyl acetate (13 mL) to provide 0.4 g of l-[2-(2-aminoethoxy)ethyl]- 
15 7-bromo-2-propyl-li/-imidazo[4,5-c]pyridin-4-amine as brown rock-needles, mp 114 — 



117 °C. 

Anal. Calcd for Ci3H 2 oBrN 5 0: C, 45.62; H, 5.89; N, 20.46. Found: C, 45.90; H, 5.58; N, 
20.15. 



10 PartB 



20 



Example 115 
N- {2-[2-(4-Amino-7-bromo-2-propyl- 
l#4midazo[4,5-c]pyridin-l-yl)eto^^ 
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Triethylamine (0.07 g, 0.66 mmol) was added to a solution of l-[2-(2- 
aminoethoxy)ethyl]-7-bromo-2-pro^ (0.15 g, 0.44 

mmol) in dichloromethane ( 2 mL). 4-Chlorobenzoyl chloride (0.09 g, 0.53 mmol) was 
added dropwise to the reaction mixture. The reaction mixture was stirred at ambient 

5 temperature for 1 0 minutes at which time analysis by thin layer chromatography indicated 
that the reaction was complete. The reaction mixture was partitioned between 
dichloromethane (30 mL) and saturated aqueous sodium bicarbonate (20 mL). The layers 
were separated. The organic layer was washed sequentially with saturated aqueous 
ammonium chloride (20 mL) and brine (20 mL), dried over sodium sulfate, filtered and 

10 then concentrated under reduced pressure to provide 0.23 g of a clear, glassy solid. The 
crude material was purified by chromatography (silica gel eluting with 95:5 
dichloromethane:methanol) to provide 0.05 g of iV'-{2-[2-(4-ainino-7-bromo-2-propyl-lfl'- 
imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}^hlorobenzainide as a white amorphous solid. 
l H NMR (300 MHz, DMSO-rf*) 8 8.46 (t, J= 5.6 Hz, 1H), 7.80 (d, J= 8.7 Hz, 2H), 7.66 

15 (s, 1H) 7.53 (d, 8.7 Hz, 2H) 6.21 (bs, 2H), 4.55 (t, 5.7 Hz, 2H), 3.75 (t, J= 5.7 Hz, 
2H), 3.42 (t, J= 5.7 Hz, 2H), 3.03 (q, 5.9 Hz, 2H), 2.86 (t, J= 7.5 Hz, 2H), 2.84 (s, 
- 3H), 1.81 (sextet, J= 7.5 Hz, 2H), 1.01 (t, J= 7.5 Hz, 3H); 
MS (APCI) m/z 480/482 (M + H) + ; 

Anal. Calcd for CzoHzsBrClNsOa ■ 0.25 H 2 0: C, 49.50; H, 4.88: N, 14.43. Found: C, 
20 49.43; H, 4.81; N, 14.13. 



Cyclohexyl isocyanate (0.09 g, 0.69 mmol) was added dropwise to a suspension of 
l-[2-(2-ammoethoxy)ethyl]-7-bromo-2-^ (0.215 
g, 0.63 mmol) in dichloromethane ( 3.5 mL). The reaction mixture became homogeneous 



Example 116 
N- {2- [2-(4- Amino-7-bromo-2-propyl- 
l#-imidazo[4,5-c]pyrid^ 



25 
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for a short time and then a precipitate formed. The precipitate was isolated by filtration 
and washed with dichloromethane to provide 0.23 g of a beige powder, which was 
recrystallized from ethanol (1.5 mL) to provide 0.06 g of N- {2-[2-(4-amino-7-bromo-2- 
propyl-l#-imidazo[4,5-^ as white needles, 

5 mp 185-186 °C. 

l H NMR (300 MHz, DMSO-rf*) 8 7.67 (s, 1H), 6.20 (bs, 2H), 5.78 (d, /= 7.5 Hz, 1H) 
5,65 (t, J= 5.3 Hz, 1H) 4.53 (t, J= 5.7 Hz, 2H), 3.73 (t, J= 5.7 Hz, 2H), 3.33 (t, J= 5.9 
Hz, 2H), 3.07 (q, J = 5.9 Hz, 2H), 2.85 (t, /= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 2H), 
1.73-1.69 (m, 2H), 1.64-1.60 (m, 2H), 1.53-1.49 (m, 2H), 1.26-1.06 (m, 4H) 1.00 (t, J= 
10 7.5Hz,3H); 

MS (APCT) m/z 467/469 (M + H) + . 

Anal. Calcd for C 2 oH3iBrN 6 02: C, 51.39; H, 6.68: N, 17.98. Found: C, 51.35; H, 6.73; N, 
18.05. 

15 Example 117 

N- {2-[2-(4-Amino-7-hex-l-ynyl-2-propyl- 
lF-imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methan 




20 DicUorobis(triphenylphosphine)paUadiiim(D) (0.25 g, 0.36 mmol) and copper (J) 

iodide (0,14 g, 0.71 mmol) were added to a suspension containing N- {2-[2-(4-amino-7- 
bromo-2-propyl-li/-imidazo[4,5-c]pyridin4-yl)ethoxy]ethy^ (1.5 g, 

3.57 mmol), triethylamine (2 mL, 14 mmol), hexyne (1 .23 mL, 10.7 mmol) and 
acetonitrile (18 mL). The reaction was heated to reflux and the progress was monitored by 

25 high performance liquid chromatography. After 2.5 hours hexyne (1 eq.), 

dcUorobis(tripheny!phosphine)palladiiim(II) (0.1 eq) and copper (I) iodide (0.2 eq) were 
added After an additional hour dicUombis(triphenylphosphine)palladium(II) (0.1 eq) and 
copper (I) iodide (02 eq) were added. After a total reaction time of 5.5 hr the reaction 
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mixture was allowed to cool to ambient temperature and then it was concentrated under 
reduced pressure to provide a dark oil. The oil was partitioned between dichloromethane 
(200 mL) and saturated aqueous ammonium chloride (100 mL). The organic layer was 
separated, washed with brine (100 mL), dried over sodium sulfate, filtered and then 

5 concentrated under reduced pressure to provide a dark sludge. This material was purified 
by chromatography (silica gel eluting with 95:5 dichloromethaneimethanol) to provide 1.0 
g of a brown oil which was found to be a 85 : 1 5 mixture of product and starting material. 
The oil was combined with triethylamine (1.5 eq), hexyne (1 eq.), acetonitrile (5 mL), 
dicUorobis(triphenylphosphine)palladium(II) (0.1 eq), and copper (T) iodide (0.2 eq) and 

10 then heated at reflux for 2 hr. The reaction mixture was allowed to cool to ambient 
temperature and then stirred for 20 hr. The reaction mixture was concentrated under 
reduced pressure to provide a dark oil. The oil was purified by chromatography (silica gel 
eluting with 95:5 dichloromethane:methanol) to provide iV"-{2-[2-(4-ainino-7-hex-l-ynyl- 
2-propyl- 

15 l#-imidazo[4,5-c]pyrid^ as a colorless oil. 

l H NMR (300 MHz, DMSO-rf*) 5 7.68 (bs, 1H), 6.99 (t, 7= 6.0 Hz, 1H), 6.30 (bs, 2H), 
. 4.55 (t, 5.7 Hz, 2H), 3.74 (t, 7= 5.7 Hz, 2H), 3.41 (t, J= 5.7 Hz, 2H), 3.03 (q, J- 5.9 

Hz, 2H), 2.86-2.81 (m, 5H), 2.46 (m, 2H), 1.83 (sextet, J= 7.5 Hz, 2H), 1.59-1.40 (m, 

4H), 1.00 (t, 7.5 Hz, 3H), 0.93 (t, J= 7.2 Hz, 3H); 
20 MS (APCT) m/z 422 (M + H) + . 



Example 118 
N- {2-[2-(4-Amino-7-hexyl-2-propyl- 
li^imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methan 




Solid palladium on carbon (0.5 g of 10%) was added to a Parr vessel and then 
wetted with isopropanol (1 mL). N- {2-[2-(4-Amino-7-hex-l-ynyl-2 -propyl- li/- 
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inridazo[4,5-c]pyri^ H-5 g) was added to the 

vessel followed by the addition of methanol (-10 mL). The vessel was placed on a shaker 
and placed under hydrogen pressure (50 psi, 3.4 X 10 5 Pa). After 20 hours the reaction 
mixture was filtered through a layer of CELTTE filter agent to remove the catalyst and the 

5 filter cake was washed with methanol (-100 mL). The filtrate was concentrated under 
reduced pressure. The residue was purified by chromatography (silica gel eluting with 
95:5 dichloromethane:methanol) to provide N-{2-[2-(4-ammo-7-he^ 
imidazo[4,5-c]pyridin-l-yl)ethoxy]ethyl}methanesulfo as a clear oil. 

l H NMR (300 MHz, DMSO-rf*) 8 7.38 (s, 1H), 6.97 (t, J= 6.0 Hz, 1H), 6.00 (bs, 2H), 

10 4.35 (t, J= 5.7 Hz, 2H), 3.68 (t, /= 5.7 Hz, 2H), 3.37 (m, 2H), 3.00 (q, J= 5.9 Hz, 2H), 
2.84 (t, 7.5 Hz, 2H), 2.82 (s, 3H), 2.72 (t, J= 7.5 Hz, 2H), 1.81 (sextet, J= 7.5 Hz, 
2H), 1.55-1.50 (m, 2H), 1.37-1.28 (m, 2H), 1.01 (t, /= 7.5 Hz, 3H), 0.89-0.84 (m, 3H); 
MS (APCI) m/z 426 (M + H)*. 

15 Example 119 

4-[3-(4-Ammo-6,7-dmethy^ 



The general methods described in Example 101 were followed with the following 
20 modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-propyl-7ff- 
inudazo[4,5^]tetrazolo[l,5-^ chloride in 

dichloromethane, described in Part B of Example 101, was added butyiamine (0.49 mL, 



butylamhie (0.5 mL) was added, and the reaction was stirred for two hours. 
25 Dichloromethane (1 00 mL) was added to the reaction mixture, and the resulting solution 
was washed with saturated aqueous sodium carbonate (3 x 25 mL), water (3 x 25 mL), 
10% by volume acetic acid in water (3 x 30 mL), and water (30 mL), dried over sodium 



sulfonyl]-iV-butylbenzamide 




NH 2 



4.9 mmol) in lieu of morpholine, and the reaction was stirred overnight. Additional 



247 



WO 03/103584 



PCT/US03/17659 



sulfate, filtered, and concentrated under reduced pressure. The crude product was dried 
for three hours in a vacuum oven at 100 °C and then triturated with ethyl acetate to 
provide a solid that was isolated by filtration and dried for three hours in a vacuum oven at 
90 °C. j\T-Butyl-4-[3-(5,6-dimetoyl-8-propyl-7^^ 

5 yl)propane-l-sulfonyl]benzamide (830 mg, 1 .62 mmol) was treated as described in Part C 
of Example 101. The crude product was purified by column chromatography on silica gel 
(eluting sequentially with chloroform and 90:10 chloroformmethanol) to provide the 
product as an oil, which was recrystallized from ethyl acetate:hexane with a few drops of 
methanol to yield crystals. The crystals ware isolated by filtration, washed with hexanes, 

10 and dried in a vacuum oven at 80 °C to provide 0. 18 g of 4-[3-(4-ammo-6,7-dime1hyl-2- 
propyl-ltf-mridazo[4,5-c]pyridto-^ as a white 

powder, mp 147.0-149.0 °C. 

'HNMR (300 MHz, CDC1 3 ) 8 7.83-7.75 (m, 4H), 6.71-6.63 (m, 1H), 4.83 (br s, 2H), 4.35 
(dd, J= 7.2, 7.2, 2H), 3.50 (quart, J= 7.2, 2H), 3.05 (dd, /= 7.5, 7.5, 2H), 2.74 (dd, J= 
15 7.7, 7.7, 2H), 2.35 (s, 3H), 2.28 (s, 3H), 2.13 (quint, J= 7.4, 2H), 1 .84 (sextet, 7= 7.6, 
2H), 1.73-1.62 (m, 2H), 146 (sextet, /= 7.3, 2H), 1.05 (t, J= 7.3, 3H), 0.99 (t, 7= 7.3, 
" 3H); 

MS (APCI) m/z 486 (M + H) + ; 

Anal. Calcd for C25H35N5O3S: C, 61.83; H, 7.264; N, 14.42; Found: C, 61.50; H, 7.2; N, 
20 14.06. 

Example 120 

4-[3-(4-Ammo-6,7-dimethyl-2-propyl-l£^inudazo[4,5-c]pyridm^ 
sulfonyl]-i\^butyl-A^methyIbenzamide 
NH, 




The general methods described in Example 101 were used with the following 
modifications. To one-third of the crude solution of 4-[3-(5,6-dimethyl-8-propyl-7J/- 
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imdazo[4,5-c]tetrazo^ chloride in 

dichloromethane, described in Part B of Example 101, was added N-methylbutylamine 
(0.583 mL, 4.92 mmol) in lieu of morpholine, and the reaction was stirred overnight. 
Additional iV-methyl butylamine (0,5 mL) was added, and the reaction was stirred for two 

5 hours. The crude product was recrystallized from ethyl acetate:hexane, and the crystals 
were dried for three hours in a vacuum oven at 90 °C. AT-Butyl-4-[3-(5,6-dimethyl-8- 
propyl-7if-imidazo[4,5-c]tetrazolo[ 1 ,5-a]pyridin-7-yl)propane-l-sulfonyl]iV-methyl 
benzamide (770 mg, 1.46 mmol) was treated as described in Part C of Example 101. The 
crude product was recrystallized from ethyl acetate:hexane with a couple drops of 

10 methanol to provide crystals, which were isolated by filtration, washed with hexane, and 
dried for four hours under high vacuum at 50 °C to provide 0.56 g of 4-[3-(4-amino-6,7- 
dimethyl-2-propyl-l#-iirridazo[4,5-c]^ 

methylbenzamide as a white powder, mp 127.0-129.0 °C. l H NMR (300 MHz, CDC1 3 ) 8 
7.95 (d, /= 8.4, 2H), 7.58 (d, J= 8.4, 2H), 4.92 (br s, 2H), 4.42 (dd, J= 7.8, 7.8, 2H), 3.55 
15 (dd, J= 7.8, 7.8, 1H), 3.21 - 3.05 (m, 4.5 H), 2.90 (s, 1.5 H), 2.77 (dd, J= 7.7, 7.7, 2H), 
2.43 (s, 3H), 2.39 (s, 3H), 2.23 (quint, /= 7.6, 2H), 1.93-1.36 (m, 5H), 1.15 (quart, 7.5, 
- 1H), 1.07 (t, 7.4, 3H), 0.99 (t, J= 7.0, 1.5H), 0.81 (t, /= 7.4, 1.5H); 
MS (APCI) m/z 500 (M + H) + ; 

Anal. Calcd for C26H37N5O3S: C, 62.50; H, 7.464; N, 14.02; Found: C, 62.26; H, 7.78; N, 
20 13.87. 



Example 121 
l-[2-(2-Aminoethoxy)ethyl]-6-cHoro^ 

amine. 
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Under a nitrogen atmosphere, propanenitrile (120 mL, 1.7 mmol) was added 
dropwise to malonyl dichloride (100 g, 0.709 mmol), and the reaction was stirred for 24 
hours at room temperature during which time a precipitate formed. Dioxane (300 mL) 
was added to the reaction mixture, and the precipitate was isolated by filtration and 

5 washed with dioxane (100 mL) to provide a tan solid. The solid was dissolved in a 
mixture of dioxane (75 mL) and methanol (30 mL) with heating. The methanol was 
removed under reduced pressure, and a white precipitate formed, which was isolated by 
filtration and washed with dioxane. The solid was dried overnight in a vacuum oven at 80 
°C to provide 13.0 g of 6^Uoro-4-hydroxy-5-methylpyridin-2(l//)-one hydrochloride 

10 hydrate as a white solid. 
PartB 

A solution of 6-chloro-4-hydroxy-5 -methylpyridin-2( li?)-one hydrochloride 
hydrate (67.0 g, 0.313 mmol) in concentrated sulfuric acid (335 mL) was cooled to ~0 °C; 
nitric acid (19.6 mL of 16 M) was added dropwise over a period often minutes. The 
15 reaction was stirred for 20 minutes and then poured slowly into 2.5 L of ice water. A 
yellow precipitate formed, which was isolated by filtration and dried overnight in a 
vacuum oven at 60 °C to provide 39.7 g of 6-cWoro^-hy(froxy-5-methyl-3-nitropyridin- 
2(l£/)-one as a yellow solid. 
PartC 

20 A solution of 6-cUoro^hydroxy-5-methyl-3-nitropyridin-2(lif)-one (10.9 g, 53.4 

mmol) in dichloromethane (380 mL) was cooled to 0 °C. Triethylamine (22.3 mL, 160 
mmol) was added, and the solution was stirred for ten minutes. Trifluoromethanesulfonic 
anhydride (18.0 mL, 107 mmol) was then added dropwise over a period of five minutes, 
and the solution was stirred for 1.5 hours at 0 °C. A solution of ter*-butyl 2-(2- 

25 aminoethoxy)ethylcarbamate (12.0 g, 58.8 mmol), prepared as described in Parts A 

through D of Example 102, in a small amount of dichloromethane was then added over a 
period of five minutes, and the reaction was allowed to warm to room temperature slowly 
and stirred overnight The solution was then washed with water (2x150 mL) and brine 
(150 mL), dried over magnesium sulfate, filtered, and concentrated under reduced 

30 pressure. The residue was purified by column chromatography on silica gel (eluting 

sequentially with 80:20 hexanes: ethyl acetate and 50:50 hexanesiethyl acetate) to provide 
a yellow oil, which was dissolved in diethyl ether and concentrated under reduced pressure 
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to provide 16.5 g of trifluoromethanesulfonic acid 4-[(2-{2-[(terf- 

butoxycarbonyl)ammo]^^ 

as a solid 

PartD 

5 A solution of trifluoromethanesulfonic acid 4-[(2- {2-[(tert- 

butoxycarbonyl)anMno]ethoxy}ethyl)amino]^ ester 
(14.3 g, 27.4 mmol), bis(4-methoxybenzyl)aniine (7.00 g, 27.4 mmol), and triethylamine 
(3.82 mL, 27.4 mmol) in toluene (250 mL) was heated at 90 °C for two hours and then 
allowed to cool to room temperature overnight Diethyl ether (300 mL) was added, and 

10 the solution was washed with water (200 mL) and brine (200 mL), dried over magnesium 
sulfate, filtered, and concentrated under reduced pressure. The residue was purified twice 
by column chromatography on silica gel (eluting sequentially with 80:20 hexanes:ethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 8.73 g of {2-[2-(2-[bis{4- 
methoxybenzyl} amino]-6-cMoro-5-methyl-3-nitropyridin-4~ 

15 ylamino)ethoxy]ethyl}carbamic acid terf-butyl ester. 
PartE 

Under a nitrogen atmosphere, sodium borohydride (0.76 g, 20.0 mmol) was added 
in two portions to a solution of nickel (S) chloride hydrate (1 .57 g, 6.62 mmol) in 
methanol (160 mL), and the mixture was stirred at room temperature for 15 minutes. A 

20 solution of {2-[2-(2-[bis {4-methoxybenzyl} amino]-6^Uoro-5-methyl-3-iiitropyridin-4- 
ylamino)ethoxy]ethyl}carbamic acid terf-butyl ester (8.37 g, 13.3 mmol) in methanol (10 
mL) and dichloromethane (10 mL) was then added, and the addition funnel was rinsed 
with a mixture of methanol (10 mL) and dichloromethane (10 mL). The reaction was 
stirred for two hours, during which time additional sodium borohydride was added three 

25 times (0.5 g, 0.5, g and 1 .0 g). Water (200 mL) was then added, and the methanol was 
removed under reduced pressure. The remaining solution was extracted with diethyl ether 
(700 mL, 300 mL), and the combined extracts were washed with water (200 mL) and brine 
(200 mL), dried over magnesium sulfate, filtered, and concentrated under reduced pressure 
to product the crude product contaminated with water. Toluene (300 mL) was added and 

30 then removed by distillation to provide [2-(2- {3-amino-2-[bis-(4-methoxybenzyl)amino]- 
6^Uoro-5-methylpyridin^ylamino}ethoxy)ethyl]carbamic acid terf-butyl ester, which 
was used in Part F without further purification. 
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PartF 

The material firom Part E was treated using the general method described in Part E 
of Example 85 with the following modification. Pyridinium p-toluenesulfonate (0.1 
equivalent) was used in lieu of pyridine hydrochloride. The crude product was purified by 
5 column chromatography on silica gel (eluting sequentially with 80:20 hexanesrethyl 
acetate and 70:30 hexanes:ethyl acetate) to provide 5 g of [2-(2-{4-[bis-(4- 
methoxyben2yl)amino]-6-cWon)-7-me 

yl}ethoxy)ethyl]carbaniic acid tert-butyl ester, which was dissolved in dichloromethane 
and concentrated under reduced pressure several times. 
10 PartG 

Trifluoroacetic acid (40 mL) was added to [2-(2-{4-[bis-(4- 
methoxybenzyl)amino]-6-cUoro-7-metty 

yl}ethoxy)ethyl]carbamic acid /erf-butyl ester (1 g, 1.5 mmol). The reaction was swirled 
until it became homogeneous and was allowed to stand at room temperature overnight 

15 The reaction was concentrated under reduced pressure, and dichloromethane was added 
and removed under reduced pressure (5 x 40 mL) to provide a white solid. The solid was 
triturated in chloroform, isolated by filtration, and dried under reduced pressure with 
heating. The solid was dissolved in concentrated hydrochloric acid (5 mL) and stirred for 
three hours. Aqueous sodium hydroxide was then added. A white solid formed, which 

20 was isolated by filtration, washed with water and diethyl ether, and dried for five hours 
under high vacuum at 70 °C to provide 0.144 g of l-[2-(2-aminoethoxy)ethyl]-6-chloro-7- 
methyl-2-propyl-l//-imidazo[4,5-c]pyridin^-amine as a white solid, mp 158.0-161.0 °C. 
! H NMR (300 MHz, DMSO-d*) 8 6.15 (br s, 2H), 4.43 (t, J= 5.4, 2H), 3.67 (t, J= 5.3, 
2H), 3.27 (t, /= 5.7, 2H), 2.84-2.79 (m, 2H), 2.54 (t, J= 5.7, 2H), 2.47 (s, 3H), 1.86-1.74 

25 (m, 2H), 1.19 (br s, 2H), 1.00 (t, /= 7.3, 3H); 
MS (APCI) rrt/z 312 (M + H) + ; 

HRMS (ESI) calcd for C14H22N5OCI + H 312.1591, found 312.1588; 

Anal, calcd for Ci^NsOCl-O^O: C, 53.31; H, 7.16; 1ST, 22.20. Found: C, 53.34; H, 

7.23; N, 22.02. 
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Example 122 

2-Ethoxjinethyl-6,7-d^ 

c]pyridin-4-amine 




5 Part A 

The general methods described in Parts A and B of Example 111 were used to 
prepare acetic acid 2-[(2-cUoro-5,6^iimethyl-3-nitropy^ ester. 
Using the general method described in Part A of Example 92, acetic acid 2-[(2-chloro-5 5 6- 
dimethyl-3-mtxopyridin-4-yl)amino]ethyl ester (64.0 g, 0.222 mmol) was converted to 
10 acetic acid 2-[(5,6Kiimethyl-8-iiitrotete ester. The 

crude product was triturated with diethyl ether and isolated by filtration to provide 60.0 g 
of the desired product as a yellow solid. 
PartB 

A Parr vessel was charged with acetic acid 2-[(5,6-<iime%l-8-nitrotetrazolo[l,5- 
15 a]pyridin-7-yl)amino]ethyl ester (50.0 g, 170 mmol), 5% platinum on carbon (5.00 g), 

toluene (600 mL), and 2-propanol (50 mL) and purged with nitrogen. The vessel was then 
placed under hydrogen pressure (20 psi, ) for 20 hours at room temperature. The reaction 
mixture was filtered through a layer of CELITE filter aid, and the filter cake was washed 
with 90:10 dichloromethaneimethanol The filtrate was concentrated under reduced 
20 pressure to provide a dark gray solid, which was triturated with diethyl ether, isolated by 
filtration, and dried to provide 41.0 g of acetic acid 2-[(8-amino-5,6-dimethyltetrazolo[l,5- 
a]pyridin-7-yl)amino]ethyl ester as a light gray solid. 
PartC 

The general methods described in Parts G and H of Example 80 were used to 
25 convert acetic acid 2-[(8-amincH5,6^iime%ltetra^ 

253 



WO 03/103584 



PCT/US03/17659 



ester (48.8 g, 185 mmol) to 56.5 g of acetic acid 2-(8-ethoxymethyl-5,6-dimethyl-7^ 
imidazo[4,5^]tetazolo[l,5-a]pyridin-7-yl)ethy^ ester with the following modifications. 
Ia Part H, one portion of pyridine hydrochloride (6.3 g, 54 mmol) was added, and the 
reaction was heated at reflux for 20 hours. After the work-up, the desired product was 
5 obtained as a tan solid, which was used without purification. 
PartD 

The general method described in Part F of Example 111 was used to convert acetic 
acid 2-(8-ethoxymethyl-5,6-dmethyL^^ 

ester (56.5 g, 170 mmol) to 2-(8-ethoxymethyl-5,6-dimethyl-7H-imidazo[4,5- 
1 0 c]tetrazolo[l,5-fl]pyridin-7-yl)ethanol. The crude product was purified by column 

chromatography on silica gel (1.2 kg, eluting with 90:10 dichloromethaneimethanol) to 

provide 48.25 g of the desired product. 

PartE 

The general method described in Part A of Example 81 was followed, using 2-(8- 

15 ethoxymethyl-5,6-dimethyl-7#-^ 

g, 15.5 mmol) in lieu of terf-butyl 2-hydroxyethylcarbamate and 3-bromo-l- 
phenylpropyne, prepared as described in Part A of Example 7, in lieu of propargyl 
bromide. The crude product was triturated with diethyl ether, isolated by filtration, and 
dried under reduced pressure to provide 5.93 g of 8-ethoxymethyl-5,6-dimefliyl-7-{2-[(3- 

20 pheny]prop-2-ynyl)oxy]ethyl}-7^ as a yellow 

solid. 
PartF 

The general method described in Part D of Example 109 was followed using 8- 
ethoxymethyl-5,6-dimethyl-7-{2-[(3^ 

25 c]tetrazolo[l,5-a]pyridine (6.47 g, 16.0 mmol) as the starting material. The reaction with 
triphenyl phosphine (4.61 g, 17.6 mmol) required 41 hours, and the hydrolysis of the 
intermediate required 18 hours. The crude product (1 1 .6 g) was dissolved in 
dichloromethane and treated with a 1 M solution of hydrochloric acid in diethyl ether (80 
mL). The volatiles were removed under reduced pressure, and the resulting solid was 

30 recrystallized from acetonitrile. The crystals were dissolved in water (20 mL), and the 
solution was adjusted to pH 14 with the addition of 50% aqueous sodium hydroxide to 
provide a solid that was isolated by filtration. The solid was stirred wtih 1 M aqueous 
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potassium hydroxide for one hour, isolated by filtration, dried for three days under reduced 
pressure at 70 °C to provide 0.828 g of 2-ethoxymethyl-6,7-dimethyH-{2-[(3- 
phenylprop-2-ynyl)oxy]ethyl}-l#-^ as a white powder, mp 

129-130 °C. 

5 *H NMR (300 MHz, DMSO) S 7.34-7.39 (m, 5H), 5.80 (s, 2H), 4.69 (s, 2H), 4.58 (t, /= 
5.6 Hz, 2H), 4.37(s, 2H), 3.89 (t, /= 5.6 Hz, 2H), 3.51 (q, J= 6.9 Hz, 2H), 2.39 (s, 3H), 
2.32 (s, 3H), 1.13 (t, J= 7.2, 3H); 
MS (APCI) m/z 379 (M + H) + ; 

Anal. Calcd for CiaHzeN^O.lHiO: C, 69.49; H, 6.94; N, 14.73; Found: C, 69.25; H, 
10 7.00; N, 14.65. 



The general method described in Example 1 12 was used to hydrogenate 2- 
ethoxymethyl-6,7-dimethyl-l- {2-[(3-phenylprop-2-ynyl)oxy]ethyl} 4#-imidazo[4,5- 
c]pyridin-4-amine (1.17 g, 3.09 mmol), prepared as described in Example 122. The 
reaction was complete after 18 hours. The crude product, isolated as an oil, was dissolved 

20 with diethyl ether (20 mL) and treated with a 1 M solution of hydrochloric acid in diethyl 
ether. The resulting salt was isolated by filtration, dried under reduced pressure, and 
recrystallized from ethyl acetate. The crystals, obtained in two crops, were dried for three 
hours under high vacuum at 60 °C to provide 0.777 g of 2-ethoxymethyl-6,7-dimethyH- 
[2-(3-phenylpropoxy)e%l]-li^^ hydrochloride as a white 

25 powder, mp 128-130 °C. 



Example 123 
2-Ethoxymethyl-6,7-dme%l-l -P^ 
c]pyridin-4-amine hydrochloride 
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l E NMR (300 MHz, DMSO) 5 13.85 (s, 1 H), 8.13 (s, 2 H), 7.10-7.24 (m, 3 H), 6.93-6.97 
(m, 2 H), 4.79 (s, 2 H), 4.67 (t, J= 5.0 Hz, 2 H), 3.73 (t, 7= 5.3 Hz, 2 H), 3.55 (q, J= 7.1 
Hz, 2 H), 3.27 (t, 5.9 Hz, 2 H), 2.45 (s, 6H), 2.38 (t, /= 7.8 Hz, 2 H), 1.65 (p, /= 7.5, 
6.2 Hz, 2 H), 1.15 (t, J= 6.9, 3 H); 
5 MS(APCI)^383(M + H) + ; 

Anal. Calcd for C^HaoN^lHCl: C, 63.07; H, 7.46; N, 13.37; Found: C, 63.01; H, 7.48; 
N, 13.29. 

Example 124 
10 l-{2-[2-(4-Amino-2-ethy^ 

yl)ethoxy]ethyl}pyrrolindin-2-one 




Part A 

2-[2-(8-Ethyl-5,6-dimet^ 

15 yl)ethoxy]ethylamine (2.0 g, 6.6 nunol), obtained as described in Parts A through I of 
Example 102 was treated as described in Part J of Example 102 with 4-chlorobutyryl 
chloride (0.78 mL, 6.9 mmol) in lieu of methanesulfonyl chloride. The crude product was 
purified by column chromatography on silica gel (125 mL, eluting with 90:10 
dichloromethanemiethanol) to provide 2.30 g of 4-cUoro-i\^{2-[2-(8-ethyl-5,6-dimethyl- 

20 7H-imidazo[4,5-c]tetrazolo[ 1 ,5-a]pyridin-7-yl)ethoxy]efhyl}butanamide as a white solid, 
mp 149-151 °C. 
PartB 

Under a nitrogen atmosphere, a mixture of sodium hydride (0.24 g, 6.1 mmol), 
60% in mineral oil, and anhydrous DMF (10 mL) was cooled to ~0 °C. A solution of 4- 
25 cMoro-JV4242-(8-ethyl-5,6-dm^ 

yl)ethoxy]ethyl}butanamide (2.25 g, 5.52 mmol) in DMF (35 mL) was slowly added to the 
mixture, and the reaction was stirred for one hour. The volatiles were then removed under 

256 



WO 03/103584 



PCT/US03/17659 



reduced pressure, and the residue was partitioned between water (100 mL) and 
dichloromethane (100 mL). The aqueous layer was extracted with dichloromethane (2 x 
100 mL), and the combined organic solutions were dried, filtered, and concentrated under 
reduced pressure to provide 1 .94 g of a light orange solid. The solid was combined with 
5 crude product from a previous run (1 .45 g) and purified by column chromatography on 
silica gel (150 mL, eluting with 95:5 dichloromethanermethanol) to provide 2.96 g of 1- 
{2-[2-(8-ethyl-5,6-dmethyl-7^^ 

yl)ethoxy]ethyl}pyrrolidin-2-one as a white solid, mp 141-143 °C. 
PartC 

10 l-{2-[2-(8-Ethyl-5,6-dimethyl-7ff^^ 

yl)ethoxy]ethyl}pyrrolidin-2-one (2.86 g, 7.70 mmol) was treated using a modification of 
the general method described in Part D of Example 109. 1,2-Dichlorobenzene was used as 
the solvent, and the reaction was heated at 130 °C for two days. The crude product was 
purified by column chromatography on silica gel (150 mL, eluting with 80:20 

1 5 dichloromethanemethanol) to provide 2.03 g of a light brown oil, which solidified 

overnight. The solid was recrystallized from acetonitrile (4.9 mL/g) twice and dried for 
two days in a vacuum oven at 50 °C to provide 0.97 g of l-{2-[2-(4-amino-2-ethyl-6,7- 
dimethyl-l/Wirrid^ as a white solid, 

mp 128-130 °C. *H NMR (300 MHz, CDC13) 8 4.84 (s, 2H), 4.42 (t, J= 5.5 Hz, 2H), 

20 3.71 (t, J= 5.5, 2H), 3.50-3.44 (m, 2H), 3.40-3.34 (m, 2H), 3.14-3.08 (m, 2H), 2.87 (q, 
7.5, 2H), 2.44 (s, 3H), 2.42 (s, 3H), 2.32-2.22 (m, 2H), 1.91-1.79 (m, 2H), 1.40 (t, J= 7.5, 
3H); 

MS (APC1) m/z 346 (M + H) + ; 

Anal. Calcd for C18H27N5O2: C, 62.59; H, 7.88; N, 20.27. Found: C, 62.58; H, 8.16; N, 
25 20.51. 

Example 125 
N-{2-[2-(4-Ammo-6-chloro-7-^ 

yl)ethoxy]ethyl}benzamide 



257 



WO 03/103584 



PCT/US03/17659 




Under a nitrogen atmosphere, triethylamine (3.0 mL, 12 mmol) was added to a 
mixture of l-[2-(2-aminoethoxy)ethyl]-^ 

c]pyridin-4-amine bistrifluoroacetate (0.95 g, 1.76 mmol), the salt made from Part G of 
5 Example 121, in tetrahydrofuran (20 mL). Benzoyl chloride (0.3 mL) was added dropwise 

to the resulting solution, and the reaction was stirred at room temperature. A solution of 

2% aqueous sodium carbonate (40 mL) was added, and the resulting mixture was stirred 

for 20 minutes and then extracted with diethyl ether (120 mL). A white solid precipitated 

from the diethyl ether and was isolated by filtration and washed with water (5 mL) and 
10 diethyl ether (30 mL). The solid was recrystalUzed from 2-propanol, isolated by filtration, 

and dried for 4.5 hours under high vacuum at 40 °C to provide 265 mg of i\T-{2-[2-(4- 

amino-6-cWoro-7-methyl-2-propyl-l^-imidazo[4,5-c]pyridin^ 

yl)ethoxy]ethyl}benzamide as a white solid, mp 188.0-189.0 °C. 

l H NMR (300 MHz, CDC1 3 ) 8 7.63 - 7.59 (m, 2H), 7.53-7.41 (m, 3H), 6.15 (br s, 1H), 
15 5.01 (br s, 2H), 4.45 (t, J= 5.5, 2H), 3.76 (t, J= 5.5, 2H), 3.59-3.53 (m, 4H), 2.83-2.78 (m, 

2H), 2.55 (s, 3H), 1.91-1.79 (m, 2H), 1.03 (t, •/= 7.3, 3H); 

MS (APCI) m/z 416 (M + H) + ; 

HRMS (ESI) calcd for C21H26N5O2CI + H 416.1853, found 416.1856; 
Anal, calcd for C21H26N5O2CI: C, 60.64; H, 6.34; N, 16.84. Found: C, 60.61; H, 6.34; N, 
20 16.74. 

Compounds of the invention have been found to induce cytokine biosynthesis 
when tested using the method described below. 

25 CYTOKINE INDUCTION IN HUMAN CELLS 

An in vitro human blood cell system is used to assess cytokine induction. Activity 
is based on the measurement of interferon-a and tumor necrosis factor-a (IFN-a and TNF- 
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a, respectively) secreted into culture media as described by Testerman et. al. In "Cytokine 
Induction by the Immunomodulators Imiquimod and S-27609", Journal of Leukocyte 
Biology, 58, 365-372 (September, 1995). 

Blood Cell Preparation for Culture 

Whole blood from healthy human donors is collected by venipuncture into EDTA 
vacutainer tubes. Peripheral blood mononuclear cells (PBMC) are separated from whole 
blood by density gradient centrifugation using Histopaque®-1077. Blood is diluted 1:1 
with Dulbecco's Phosphate Buffered Saline (DPBS) or Hank's Balanced Salts Solution 
(HBSS). The PBMC layer is collected and washed twice with DPBS or HBSS and 
resuspended at 4 x 10 6 cells/mL in RPMI complete. The PBMC suspension is added to 48 
well flat bottom sterile tissue culture plates (Costar, Cambridge, MA or Becton Dickinson 
Labware, Lincoln Park, NJ) containing an equal volume of RPMI complete media 
containing test compound. 

Compound Preparation 

The compounds are solubilized in dimethyl sulfoxide (DMSO). The DMSO 
concentration should not exceed a final concentration of 1% for addition to the culture 
wells. The compounds are generally tested at concentrations ranging from 30-0.014 \xM. 

Incubation 

The solution of test compound is added at 60 nM to the first well containing RPMI 
complete and serial 3 fold dilutions are made in the wells. The PBMC suspension is thai 
added to the wells in an equal volume, bringing the test compound concentrations to the 
desired range (30-0.014 jxM). The final concentration of PBMC suspension is 2 x 10 6 
cells/mL. The plates are covered with sterile plastic lids, mixed gently and then incubated 
for 1 8 to 24 hours at 37°C in a 5% carbon dioxide atmosphere. 

Separation 

Following incubation the plates are centrifuged for 10 minutes at 1000 rpm (~200 
x g) at 4°C. The cell-free culture supernatant is removed with a sterile polypropylene pipet 
and transferred to sterile polypropylene tubes. Samples are maintained at -30°C to -70°C 
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until analysis. The samples are analyzed for IFN-a by ELIS A and for TNF-a by ELISA or 
IGEN Assay. 

IFN-a and TFN-a Analysis by ELISA 

IFN-a concentration is determined by ELISA using a Human Multi-Species kit 
from PBL Biomedical Laboratories, New Brunswick, NJ. Results are expressed in pg/mL. 

TNF-a concentration is determined using ELISA kits available from Biosource 
International, Camarillo, CA. Alternately, the TNF-a concentration can be determined by 
Origen® M-Series Immunoassay and read on an IGEN M-8 analyzer from IGEN 
International, Gaithersburg, MD. The immunoassay uses a human TNF-a capture and 
detection antibody pair from Biosource International, Camarillo, CA. Results are 
expressed in pg/mL. 

The complete disclosures of the patents, patent documents, and publications cited 
herein are incorporated by reference in their entirety as if each were individually 
incorporated. The present invention has been described with reference to several 
embodiments thereof. The foregoing detailed description and examples have been 
provided for clarity of understanding only, and no unnecessary limitations are to be 
understood therefrom. It will be apparent to those skilled in the art that many changes can 
be made to the described embodiments without departing from the spirit and scope of the 
invention. Thus, the scope of the invention should not be limited to the exact details of the 
compositions and structures described herein, but rather by the language of the claims that 
follow. 
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WHAT IS CLAIMED IS: 

1. A compound of the Formula (la): 




10 wherein: 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CHCRj^alkenylene-, 
or CH(R 5 >alkylene-Y-alkylene-; 
Yis-O-.or-SCO)^; 

-W-Ri is selected from -O-R1-1.5 and-S(0)o-2-Ri-<>; 
15 Ri-i-s is selected from 

-R6-C(R 7 )-Z-R8-alkyl; 

-R6-C(R 7 )-Z-R8— alkenyl; 

-R5-C(R 7 )-Zr-R8-aryl; 

-Rfi-C(R7>-Z-R8— heteroaryl; 
20 -Rs-C(R7>-Z-R8— heterocyclyl; 

-Rs-C(R 7 )-Z-H; 

-R^N(Rg)-C(R7>-R8-alkyl; 

-Re-N(R9)-C(R7)-Rs— alkenyl; 

-Rff-N(R9>-<:(R7)-R8-aiyl; 
25 -R6-N(R 9 >-C(R7)-R«-heteroaryl; 

-R6-N(R 9 )-C(R7)-Rs-ieterocyclyl; 

-R6-N(R 9 )-C(R7>-Rio; 
-R6-N(R9)-S02-R8-alkyl; 
-R6— NCRg)— SCb-Rs-alkenyl; 
30 -R^N(R9)-S02-R8-aryl; 

-R^N(R9)-SOr-RHieteroaryl; 
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-R«-N(R9)-S02-R8-heterocyclyl; 

-R6-N(R9)-S02-Rio; 

-R6-N(R9)-S02-N(R 5 )-R«-alkyl; 

-R6-N(R9)-S02-N(R5)-R8-alkeayl; 

-Rfi-N^-SCh-NCRs^Rs-aryl; 

-R6-N(R 9 )-SC>2-N(R 5 )-RrIieteroaryl; 

-R6-N(R9)-S02-N(R5)-R8-lieterocyclyl; 

-R^-N(R9)-S02-NH 2 ; 

-R6-N(R 9 )-C(R7)-N(R5)-Q-Rs-alkyl; 

-R<s-N(R9)-C(R7)-N(R5)-Q-R8-a]keDiyl; 

-R^-N(R 9 )-C(R7)-N(R5)-Q-R^aryl; 

-R«-N(R9)- C(R 7 )— N(R5>-Q-R8-lieteroaryl; 

-R^-N(R 9 >- C(R 7 )— N(Rj)-Q-R8--heterocycryl; 

-R*-N(1^)-C(R 7 )-N(R 5 )2; 

-R^-NCRjJ-CO^^n A; 

-R^-N(R 9 )-C(R 7 )-N(Ru>-Q-R^aIkyl; 

-R<s-N(R9)-C(R7)-N(R„)-Q-R«-a]kenyl; 

-R6-N(R9>-C(R7)-N(Rn)-Q-R8-aryl; 

-R<s-N(R9)- C(R 7 )-N(Rn)-Q— Rr-heteroaryl; 

-R^-N(R 9 >- C(R 7 )— N(Rn)-Q— RHhieterocyclyl; 

-R^-N^)- C(R 7 )-N(R U )H; 

-alkenyl; 

-aryl; 

-Rs-aryl; 

-heteroaryl; 

-heterocyclyl; 

-R«- heteroaryl; and 

-Rs-heterocyclyl; 
Z is-NCR 5 )-, -0-, or -S-; 
Q is a bond, -CO-, or -SO2-; 
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A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 
Ri-6 is selected from: 

-alkyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^-aryl; 

-R$- heteroaryl; and 

-Rff-heterocyclyl; 
each R5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
R<$ is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O groups; 

R7is=Oor=S; 

is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 
or more -0- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R$ can join together with any carbon 
atom of R$ to form a ring of the formula 



Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to foim a ring 
selected from 



Rn is Cmo alkyl; or R9 and Rn can join together to form a ring having the 
structure 




(^2)3-8 




— N-C(R 7 ) 



( \N~ 



(CH^ 7 
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R12 is C2-7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of the ring; and 

Rx, Ry and Rz are independently selected from hydrogen and non-interfering 
substitutents; 

5 or a pharmaceutically acceptable salt thereof, wherein the compound or salt of Formula la 
induces the biosynthesis of one or more cytokines. 

2. A compound of the Formula (lb): 




NH. 



(Ib) 



15 wherein: 



X is -CH(R5)-, -CH(R 5 )-alkylene-, -CH(R 5 >alkenylene- > or 



CH(R 5 )-alkylene-Y-alkylenes 



-W-Ri is selected from -O-Rm-s and-S(0)o.2-Ri-«; 



20 



25 



Ri.1.5 is selected from 

-R6-C(R 7 )-Z-R8-alkyl; 
-Rr-C^7>-Z-R«-alkenyl; 
-R«-C(R 7 )-Z-R8-aryl; 
-R6-C(R 7 )-Z-R8— heteroaryl; 
-Rfi-C(R 7 )-Z-R«— heterocyclyl; 
-R6-C(R 7 )-Z-H; 
-Rs-N(R9) -C(R 7 )-R8-alkvl; 
-Rfi-N(R9) -C(R 7 )-R8— alkenyl; 

-R<r-N(R9)-C(R7)-R8-aTyl; 

-Rfi-N(R 9 )-C(R 7 )-Rr-heteroaryl; 

-R5-N(R9)-C(R 7 )-R8-heterocvclyl; 
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-R«-N(R9)-C(R7)-Rio; 

-Re— N(R 9 )— S0 2 — Rg-alkyl; 
-Re— N(R 9 )— SCV-Rs-alkenyl; 
-R<rN(R9>-S02-R«-aryl; 
5 -R6-N(R 9 )-S02-R8-lieteroaryl; 

-Rtf-N(R9)-S02-RHieterocyclyl; 

-R<-N(R9)-S02-Rio; 
-R6-N(R 9 )-S02-N(R5)-R8-alkyl; 
-R6-N(R 9 )-S02-N(R 5 )-R8-aIkenyl; 
10 -R6-N(R 9 )-S02-N(R5)-R8-aryl; 

-Rs-NCElg^SOi-NCRsVRg-lieteroaryl; 
-Rs-N^-SOa-N^-Rs-heterocyclyl; 

-Re-N(R 9 )-S0 2 -NH 2 ; 
-R6-N(R9)-C(R7)-N(R5)-Q-R8-alkyl; 
15 -R6-N(R 9 )-C(R7)-N(R5)-Q-R8-alkenyl; 

-R<r-N(R 9 >-C(R7)-N(R5)-Q-R«-aryl; 
-Rs-N(R 9 >- C(R 7 )— N(R 5 )-Q-R8-heteroaryl; 
-R6-N(R 9 >- C(R 7 )— N(R 5 )-Q-Rff4ieterocyclyl; 
-R5-N(R 9 )-C(R 7 )-N(R 5 ) 2 ; 



20 



-VNCE^K^-n A; 



-R<r-N(R 9 >-C(R7)-N(Rn)-Q-R8-alkyl; 

-Rff-N(R 9 )-C(R7)— N(Ri i)-Q— Ra-alkenyl; 

-R fi -N(R 9 )-C(R7)-N(R 1 ,)-Q-R?-aryl; 

-Rs-N^s)- C(R 7 )— N(R U )-Q— Rg-heteioaryl; 
25 -Re-N(R 9 )- C(R 7 )-N(Ri iV-Q-Rg-heterocyclyl; 

-R^-N(R9)- C(R 7 )-N(R n )H; 

-alkenyl; 

-aryl; 

-Re-aryl; 
30 -heteroaryl; 

-heterocyclyl; 
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-R$- heteroaryl; and 
-Rs-heterocyclyl; 
Ri.6 is selected from: 
-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-R^-aryl; 

-Us- heteroaryl; and 
-R^-heterocyclyl; 
R2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

-C(0)-C M o alkyi; 
-C(0>0-Ci-io alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 



266 



WO 03/103584 



PCT/US03/17659 



-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o.2S 
Z is-N(R 5 K -O-, or 
5 Q is a bond, -C(O)-, or -SO2-; 

A represents the atoms necessary to provide a 5- or 6-membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R 3 and R4 are independently selected from the group consisting, of hydrogen, Cmo 
alkyl, C 2 -io alkenyl, C2-10 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
10 dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 
Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R 7 is=Oor=S; 

15 Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 

R9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of R* to form a ring of the formula 

-fi f— 

(CH 2 )3^ 

20 Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 

selected from 

— N-C(R 7 ) — N-S0 2 



(J (J 

R 12 »„A R 12 



and 

R11 is Cmo alkyl; or R 9 and Rn can join together to form a ring having the 
structure 

— N-C(R 7 ) 

c y- 

25 (CH2) " ;and 

R12 is C2.7 alkylene which is straight chain or branched, wherein the branching 
does not prevent formation of die ring; 
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or a pharmaceutical^ acceptable salt thereof. 
3. A compound of the Formula (1-1): 




(14) 

wherein: 

X is -GH(R 5 )-, -CH(R 5 )-alkylene-, -GH(R 5 >alkenylene- 2 
CH(R 5 )-alkylene-Y-alkylene-; 

R M is selected from the group consisting of: 
-R^-C(R 7 >-Z-R8--alkyl; 
-R^C(R 7 >-Z-R8— alkenyl; 
-R6-C(R 7 >-Z-R8— aryl; 
-R^-C(R 7 )-Z-Rs— heteroaryl; 
-I^-C(R 7 )-Z-R8— heterocyclyl; 
-R<rC(R7>-Zr-H; 
-R^-NCRg) -C(R 7 )-Rs-alkyl; 
-E^-N(R 9 ) -C(R 7 )-R8-alkenyl; 
-R6-N(R9>-C(R 7 >-R«-aryl; 
-R«-N(R9>-C(R 7 )--R8-^eteroaryl; 
-R6-NCR9>^(R 7 >~Rr-heteiocyclyl; and 

-iu-ncr^-^CRt^Rio; 

Z is -N(R 5 K -0-> or -S-; 

R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene- Y- alkenyl; 
5 -alkylene- Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 

10 -N(R 5 ) 2 ; 

-C(0>Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

15 -heteroaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o- 2 -; 

20 R 3 and are independently selected from the group consisting of hydrogen, C M o 

alkyl, C 2 . 10 alkenyl, Cmo alkynyl, Cuo alkoxy, Cuo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C2-10 alkenyl; 

Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

25 more -O- groups; 

R 7 is=Oor =S; 

Rs is a bond, alkylene, alkenylene, or alkynylene which may be interrupted by one 

or more -O- groups; 

R, is hydrogen, C M0 alkyl, or arylalkyl; <* R9 can join together with any carbon 

30 atom of R6 to form a ring of the formula 
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(CH 2 )3^ 

9 

R 10 is hydrogen or Cwq alkyl; or R 9 and Rio can join together to form a ring 
selected from 

-N-C(R r ) 
R « ;and 

5 R l2 is C2-7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or apharmaceutically acceptable salt thereof. 

10 4. A compound or salt of claim 3 wherein R, and R4 are independently hydrogen, 
alkyl, halogen, or nitro. 

5. A compound or salt of claim 3 wherein R 3 and R4 are both methyl. 

15 6. A compound or salt of claim 3 wherein X is -CH(Rs>Ci-5 alkylene-. 

7. A compound or salt of claim 3 wherein R 7 is =0 and Rg is abond. 

8. A compound or salt of claim 3 wherein R 2 is hydrogen. 

20 

9. A compound or salt of claim 3 wherein R 2 is alkyl. 

10. A compound or salt of claim 3 wherein R 2 is -alkylene-O-alkyl. 
25 11. A compound or salt of claim 3 wherein R9 is Cmo alkyl. 

12. A compound or salt of claim 3 wherein R w is -R<rN(R 9 )-C(R 7 )-R«-a]kyl. 
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13. A compound or salt of claim 3 wherein R,., is -R^NCR 9 )-C(R7>R8-aryl or -Rr 
N(R 9 >C(R7>-R8-heteroaryl. 

14. A compound or salt of claim 3 wherein Rm is -Re-N^-C^-Ro, and R 9 
5 and Rio join to form the ring. 

15. A compound of the Formula (1-2): 

NH, 




10 



wherein: 

15 X is -CH(R 5 )-, -CH(R 5 >alkylene-, -CH(R 5 )-alkenylene-, or 

CH(R5)-alkylene-Y-alkylene-; 

r,_ 2 is selected from the group consisting of: 
-R6-N(R9)-S02-R8-alkyl; 
-R6-N(R 9 )-S0 2 -R8-alkenyl; 

20 -Rs-N(R 9 )-S02-R8-aryl; 

-R<rN(R 9 )-SOr-Rj-heteroaryl; 
-R<rNCR 9 >-SOr-Rr-heterocyclyl; 

-R6-N(R9)-S0 2 -Rio; 

-R6-N(R9)-S02-N(R 5 )-R8-alkyl; 
25 -Rfi-NCR^-SOj-N^sVRs-alkenyU 

-R5-N(R 9 )-S0 2 -N(R 5 )-R«-aryl; 

-R^-NCRgVSOz-NCRsy-Rs-heteroaryl; 

-Re-NCR^VSOa-NCRsyRs-heterocyclyl; and 

-Rc-NOR^-SCfe-NIiy, 
30 R 2 is selected from the group consisting of. 

-hydrogen; 
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-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
5 -heterocyclyl; 

-alkylene-Y-alkyl; 
-alkylene- Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

10 group consisting of: 

-OH; 
-halogen; 

-N(R 5 )2; 

-C(0>Ci.io alkyl; 
15 -C(0)-0-Ci-io alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
20 -C(0)-aryl; and 

-C(0>heteroaryl; 
Yis -O- or-S(0)o-2-; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cuo 
alkyl, Ca.o alkenyl, C 2 , 0 alkynyU Cuo alkoxy, Cuo alkylthio, amino, alkylamino, 
25 dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cuo alkyl, or C 2 -io alkenyl; 
Rs is alkylene, alkenylene, or alkynylene, which maybe interruptedby one or 
more -O- groups; 

Rs is abend, alkylene, alkenylene, or alkynylene which may be interrupted by one 

30 or more -O- groups; 

R, is hydrogen, Cwo alkyl, or arylalkyl; or R, can join together with any carbon 

atom ofRfi to form a ring of the formula 
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... ? — 

(^2)3-8 

Rio is hydrogen or Cmo alkyl; or R9 and Rio can join together to form a ring 
selected from 



— N-S0 2 

(j 

; and 



R 12 



5 R12 is C2-7 alkyiene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 
or a pharmaceutically acceptable salt thereof 

16. A compound or salt of claim 1 5 wherein R 3 and R4 are independently hydrogen, 
10 alkyl, halogen, or nitro. 

17. A compound or salt of claim 1 5 wherein R 3 and R4 are both methyl. 

18. A compound or salt of claim 1 5 wherein X is -CH(R 5 )-Ci-5 alkyiene-. 

15 

19. A compound or salt of claim 1 5 wherein R2 is hydrogen. 

20. A compound or salt of claim 1 5 wherein R2 is alkyl. 

20 21 . A compound or salt of claim 1 5 wherein R2 is -alkylene-O-alkyl. 

22. A compound or salt of claim 1 5 wherein R9 is methyl. 

23. A compound or salt of claim 15 wherein R1-2 is -R6—N(R$)—S0 2 —R8— alkyl. 

25 

24. A compound or salt of claim 15 wherein R1-2 is -R$— N(R9)— SO2— Rs— aryl or 
-R<r- N(R9>— SO2— Rs-heteroaryL 

25. A compound or salt of claim 15 wherein Ri. 2 is-R6— NOR9)— SO2— Rio- 
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26. A compound or salt of claim 25 wherein R9 and Rio join to form the ring. 

27. A compound of the Formula (1-3): 




wherein: 

10 X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 

CH(R 5 )-alkylene-Y-alkylene-; 

R1.3 is selected from the group consisting of: 
-R«-N(R9)-C(R7)-N(R5)-Q-R8-alkyl; 
-Re-N(R9>- C(R 7 )-N(R5)-Q-Rtralkenyl; 
15 -R^NCRg^C^-NCRsKJ-Rs-aryl; 

-R6-N(R 9 )- C(R 7 )-N(R5)-Q-R8-heteroaryl; 
-Re-NCRg)- C(R 7 )-N(R 5 )-Q-R8-heterocyclyl; 
-R6-N(R 9 )- C(R 7 )-N(R5)2; 

-R^-NCRgKW-N A; 

20 -Rj-N(R9>- C(R 7 )-N(Rn)-Q-R8-alkyl; 

-R^-NCRg)- C(R 7 )-N(Rn)-Q-R8-alkenyl; 

-Re-N(R9>- C(R 7 )-N(R n )-Q-Rr-aryl; 

-R«-N(R9)- C(R 7 )-NCRn)-Q-Rff-heteroaryl; 

-R^N(R 9 >- C(R 7 )-N(Rii)-Q-R8-heteiocyclyl; and 
25 -RrN(R9)-C(R 7 )-N(Rn)H; 

R 2 is selected from the group consisting of: 

-hydrogen; 

-aflcyl; 

-alkenyh 
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-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
5 -alkylene-Y- alkenyl; 

-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 

10 -halogen; 

-N(R 5 ) 2 ; 

-C(0>Cmo alkyl; 
-C(0>0-Cmo alkyl; 
-N 3 ; 

is -a 1 ? 1 ; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
20 Yis-0-or-S(0)o- 2 -; 

Q is a bond, -C(0)-, or -SOr-; and 

Arepresents the atoms necessary to provide a 5- or 6- membered heterocyclic or 
heteroaromatic ring that contains up to three heteroatoms; 

R 3 and R4 are independently selected from the group consisting of hydrogen, C M o 
25 alkyl, C 2 .,o alkenyl, Quo alkynyL Cm alkoxy, Cm alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each Rs is independently hydrogen, Cwo alkyl, or C 2 -io alkenyl; 
Rfi is alkylene, aDcenylene, or alkynylene, which maybe interruptedby one or 
more -O- groups; 
30 eachR7is=Oor=S; 

R, is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 
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R 9 is hydrogen, Cio alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of Re to form a ring of the formula 

iH r- 

(CH 2 ) M ;and 

R U is Cmo alkyl; or R9 and Rn can join together to form a ring having the 
5 structure 

( y- 

(CH 2 ) 2 ./ 

or a pharmaceutically acceptable salt thereof. 

28. A compound or salt of claim 27 wherein R 3 and R» are independendy hydrogen, 
10 alkyl, halogen, or nitro. 

29. A compound or salt of claim 27 wherein R 3 and R» are methyl. 

30. A compound or salt of claim 27 wherein X is -CH(R 5 >Ci- 5 alkylene-. 

15 

31. A compound or salt of claim 27 wherein Ra is hydrogen. 

32. A compound or salt of claim 27 wherein R 2 is alkyl. 

20 33. A compound or salt of claim 27 wherein R2 is -alkylene-O-alkyl. 

34. A compound or salt of claim 27 wherein R w is 

-Rrf-NCRaMW-N A; 

25 35. A compound or salt of claim 27 wherein R1.3 is -Rg-NCRghC^-NCRsHJ-Rs- 
alkyl. 
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36. A compound or salt of claim 27 whereinR-3 is -Ry-NCRgVC^-N^HH^ 
arylor 

. -R5-N(R 9 )-C(R7)-N(R5>-Q-Rr-heteroaryl. 

5 37. A compound or salt of claim 27 wherein Q is a bond. 

38. A compound or salt of claim 27 wherein R s is alkyl. 

39. A compound or salt of claim 27 wherein R 7 is =0. 

10 

40. A compound of the Formula (1-4): 



NH. 



15 




wherein: 

X is -CH(Rs)-, -CH(R 5 )-a]kylene-, -CH(R 5 )-alkenylene-, or 
20 CHCR 5 )-alkylene-Y-alkylene-; 

R M is selected from the group consisting of: 

-alkenyl; 

-aryl; and 

-Rs-aryl; 

25 Rj is selected from the group consisting of: 

-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

30 -heteroaryl; 
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-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- aikenyl; 
-alkylene-Y-aryl; and 

5 - alkyl or aikenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

10 -C(0)-Cmo alkyl; 

-C(0)-0-Ci.io alkyl; 

-N 3 ; 

-aryl; 

-heteroaryl; 
15 -heterocyclyl; 

-C(0>aryl; and 
-C(0>heteroaryl; 

Yis-0-or-S(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
20 alkyl, C 2 .,o aikenyl, C 2 ^ 

dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, C M o alkyl, or C 2 -io aikenyl; and 

Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more -O- groups; 
25 or a pharmaceutical^ acceptable salt thereof. 

41 . A compound or salt of claim 40 wherein R 3 and R» are independently hydrogen, 
alkyl, halogen, or nitro. 

30 42. A compound or salt of claim 40 wherein R 3 and R* are both methyl. 

43. A compound or salt of clahn 40 wherein R2 is hydrogen. 
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45. 

5 

46. 
47. 
10 48. 
49. 
50. 

15 

51. 



A compound or salt of claim 40 wherein R 2 is alkyl. 

A compound or salt of claim 40 wherein R 2 is -alkylene-O-alkyL 

A compound or salt of claim 40 wherein R w is -aryl or -Re-aryl. 

A compound or salt of claim 46 wherein aryl is phenyl or substituted phenyl. 

A compound or salt of claim 40 wherein Re is alkynylene. 

A compound or salt of claim 40 wherein X is -CH(R S )-Ci. 5 alkylene-. 

A compound or salt of claim 40 wherein Re is -(CH 2 )i^— • 

A compound of the Formula (1-5): 



Xis -CH(R 5 )-, -CH(R 5 )-aIkylene-, -CH(R 5 )-aIkenylene-,-or 
. 5 )-alkylene-Y-alkylene-; 
Ri. 5 is selected from the group consisting of: 
-heteroaryl; 
-heterocyclyl; 
-Re- heteroaryl; and 
-Rs-heterocyclyl; 
R 2 is selected from the group consisting of: 




X— O — R« 



CM) 



wherein: 
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-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 
-OH; 
-halogen; 

-N(R 5 ) 2 ; 

-C(0)-C M o alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0>heteroaryl; 

Yis-0-or-5(0)o-2S 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cwo 
alkyl, C2-10 alkenyl, Cuo alkynyl, Cuo alkoxy, Cuo a&ylfhio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cuo alkyl, or Cmo alkenyl; and 

is alkylene, alkenylene, or alkynylene, which maybe interrupted by one or 
more -O- groups; 

or aphannaceutically acceptable salt thereof 
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52. Acompoundorsaltofclaim51whereinR3andR4areiiidep e ndentlyhydrog e n, 
alkyl, halogen, or nitro. 

53. A compound or salt of claim 5 1 wherein R3 and R4 are both methyl. 

5 

54. A compound or salt of claim 51 wherein R 2 is hydrogen. 

55. A compound or salt of claim 5 1 wherein R 2 is -alkyl. 

10 56. A compound or salt of claim 5 1 wherein R 2 is -alkylene-O-alkyl. 

57. A compound or salt of claim 51 wherein R,. 5 is -heteroaryl or -Rfi-heteroaryl. 

58. A compound or salt of claim 51 wherein Rls is -heterocyclyl or -Rs-heterocyclyl. 

15 

59. A compound or salt of claim 51 wherein X is -CH(R5>Ci. 5 alkylene-. 

60. A compound or salt of claim 51 wherein is -(CH 2 )m-. 
20 61 . A compound of the formula (1-6): 




(1-6) 

25 

wherein: 

X is -CH(R 5 )-, -CHCRj)-alkylene-, -CH(R 5 >alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 

R w is selected fiom the group consisting of: 

30 -aiky 1 ; 
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-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkenyl; 
-Re-aryl; 
-R<s- heteroaryl; 

-R^-heterocyclyl; 
R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-axyl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

-C(0)«Cmo alkyl; 
-C(0)-0-Cmo alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

Y is -O- or -S(0)o-2~; 
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R 3 andR, are independently selected from the group consisting of hydrogen, C W o 
alkyl, C« alkenyl, Cm. alkynyl, Cwo alkoxy, Cm, alkylthio, amino, alkylamino, 
dialkylammo, halogen, and nitro; 

each R 5 is independently hydrogen, C,. l0 alkyl, or C2-10 alkenyl; and 
5 R6 is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more — O — atoms; 

or aphannaceutically acceptable salt thereof. 

62. A compound or salt of claim 61 wherein -S(0)o-2- is -S-. 

10 

63. A compound or salt of claim 61 wherein -S(0)o-2- is -SO-. 

64. A compound or salt of claim 61 wherein -S(0)o- 2 - is -S(0) 2 -. 

15 65. A compound or salt of claim 61 wherein R 3 and R4 are independently hydrogen, 
alkyl, halogen, or nitro. 

66. A compound or salt of claim 61 wherein R 3 and R4 are both methyl. 
20 67. A compound or salt of claim 61 wherein R 2 is hydrogen 

68. A compound or salt of claim 61 wherein R 2 is -alkyl. 

69. A compound or salt of claim 61 wherein R 2 is -alkylene-O-alkyl. 

25 

70. A compound or salt of claim 61 wherein Ri-e is alkyl. 

71. A compound or salt of claim 61 wherein Ri^ is aryl. 

30 72. A compound or salt of claim 61 wherein Ri^ is substituted aryl. 
73. A compound or salt of claim 61 wherein R1-6 is heteroaryl. 
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74. Aphannaceutical composition comprising a phannaceutically effective amount of 
a compound of claim 1 in combination with a phannaceutically acceptable carrier. 

5 75. A pharmaceutical composition comprising a phannaceutically effective amount of 
acompound of claim 2 in combination with a phannaceutically acceptable carrier. 

76. A pharmaceutical composition comprising a phannaceutically effective amount of 
a compound of claim 3 in combination with a phannaceutically acceptable carrier. 

10 

77. A pharmaceutical composition comprising a phannaceutically effective amount of 
acompound of claim 15 in combination with a phannaceutically acceptable carrier. 

78. A pharmaceutical composition comprising a phannaceutically effective amount of 
15 a compound of claim 27 in combination with a phannaceutically acceptable carrier. 

79. Apharmaceuticalcompositioncomprismgapharmaceuticallyeffective^ 
a compound of claim 40 in combination with a phannaceutically acceptable carrier. 

20 80. Aphannaceutical composition comprising apharmaceutically effective amount of 
a compound of claim 5 1 in combination with a phannaceutically acceptable carrier. 

81. Aphannaceutical composition comprising apharmaceutically effective amount of 
a compound of claim 61 in combination with apharmaceutically acceptable carrier. 

25 

82. A melhod of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 1 to the animal. 

83. A method of claim 82 wherein the cytokine is interferon - a. 

30 . . 

84. A method of inducing cytokine biosynthesis in an animal comprising administering 

an effective amount of a compound of claim 2 to the animal 
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85. Amethod of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 3 to the animal. 

5 86. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 15 to the animal. 

87. A memod of mducmg cytokine biosynthesis in an animal comprismg administering 
an effective amount of a compound of claim 27 to the animal. 

10 

88. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 40 to the animal. 

89. A method of inducing cytokine biosynthesis in an animal comprising administering 
15 an effective amount of a compound of claim 51 to the animal. 

90. A method of inducing cytokine biosynthesis in an animal comprising administering 
an effective amount of a compound of claim 61 to the animal. 

20 91. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 1 to the animal. 

92. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 2 to the animal. 

25 

93. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 3 to the animal. 

94. A method of treating a neoplastic disease in an animal comprising administering an 
30 effective amount of a compound of claim 15 to the a n i mal . 
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95. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 27 to the animal. 

96. A method of treating a neoplastic disease in an animal comprising administering an 
5 effective amount of a compound of claim 40 to the animal. 

97. A method of treating a neoplastic disease in an animal comprising administering an 
effective amount of a compound of claim 51 to the animal. 

10 98. A method of treating a neoplastic disease in an animal comprising admimstering an 
effective amount of a compound of claim 61 to the animal. 

99. A method of treating a viral disease in an animal comprising admiiustering an 
effective amount of a compound of claim 1 to the animal. 

15 100. AmemodOftreatmgaviraldisease^ 

effective amount of a compound of claim 2 to the animal. 

101. Ametbod of treating a viral disease in an animal comprising administering an 
20 effective amount of a compound of claim 3 to the animal. 

102. A method of treating a viral disease in an animal comprising adnnnistering an 
effective amount of a compound of claim 15 to the animal. 

25 103. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 27 to the animal. 

104. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 40 to the animal. 

30 

105. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 51 to the animal. 
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106. A method of treating a viral disease in an animal comprising administering an 
effective amount of a compound of claim 61 to the animal. 

107. A compound of the Formula II: 




CD 



wherein 

X is -CH(R 5 )-> -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
10 CH(R 5 )-alkylene-Y-alkylene-; 

R 2 is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 

15 -aryl; 

-heteroaryl; 

-heterocyclyl; 
-alkylene-Y-alkyi; 
-alkylene-Y- alkenyl; 
20 -alkylene-Y-aryl; and 

-alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 

25 -N(R 5 )2; 
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-C(O>Ci- 10 aIkyl; 
-C(O)-O-Cu 0 alkyl; 
-N 3 ;- 
-aryl; 

5 -heteroairyl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-lieteroaryl; 

Yis-0-or-S(0)o.2S 

10 R, and R» are independently selected from the group consisting of hydrogen, Cmo 

alkyl, Cmo alkenyl, Cmo alkynyl, Cmo alkoxy, Ci. w alkyltbio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cmo alkyl, or C 2 -io alkenyl; 

Rg is alkylerie, alkenylene, or alkynylene, which may be interrupted by one or 

15 more -O— atoms; and 

R 9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of Re to form a ring of the formula 

(CH 2 )3^ 

» 

or a pharmaceutically acceptable salt thereof. 

20 

108. A compound of the Formula IV: 

OPh 




(IV) 



288 



WO 03/103584 PCT/US03/17659 



wherein: 

X is -CH(R 5 )-, -CH(R 5 >alkylene-, -CH(R 5 >alkenylene-, or 
CH(R 5 )-alkylene-Y-alkylene-; 
5 Ri^ is selected from the group consisting of: 

-alkyl; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
10 -alkenyl; 

-R<s-aryl; 
-R$- heteroaryl; 
-Re-heterocyclyl; 
R 2 is selected from the group consisting of: 
15 -hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
20 -heterocyclyl; 

-alkylene-Y-alkyl; 

- alkyene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from 

25 group consisting of: 

-OH; 
-halogen; 
-N(R 5 )2; 

-C(0>Cuo alkyl; 
30 -C(0)-0-Ci.io alkyl; 

-N 3 ; 
-aryl; 
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-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 

5 Yis-0-or-S(0)o-2-; 

Ra and R4 are independently selected from the group consisting of hydrogen, Cwo 
alkyl, Cwo alkenyl, C 2 . l0 alkynyl, C„o alkoxy, Cmo alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cwo alkyl, or C 2 -to alkenyl; and 
10 R« is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

more — O— atoms; 

or a pharmaceutical!/ acceptable salt thereof. 

109. A compound of the Formula V: 

■N-N 




S(O), 



'0-2 



15 



(V) 



wherein: 

20 X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R5>alkenylene-, or 

CH(Rs>alkylene-Y-alkylene-; 

R M is selected from me group consisting of: 
-alkyl; 
-aryl; 

25 -heteroaryl; 

-heterocyclyl; 
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-alkenyl; 
-R<s-aryl; 
-Rs- heteroaryl; 
-R<Hieterocyclyl; 



5 



R 2 is selected from the group consisting of: 



10 



-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 



-heterocyclyl; 
-alkylene-Y-alkyl; 

- alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from the 
group consisting of: 



Yis-0-or-S(0)o-2-; 

R 3 andR4 are independently selected from the group consisting of hydrogen, Cuo 
30 alkyl, Cmo alkenyl, C 2 . l0 alkynyl, Cmo alkoxy, C M0 alkyithio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

eachR 5 is independently hydrogen, C W o alkyl, or C 2 -io alkenyl; and 



20 



25 



-OH; 

-halogen; 

-N(R 5 ) 2 ; 

-C(O)-C M0 alkyl; 
-C(0)-0-Cmo alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
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R* is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O — atoms; 

or apharmaceutically acceptable salt thereof. 

1 10. A compound selected from compounds of Formulas UK-1, UX-2, and IIX-3: 




10 

wherein: 

Rm, 2,3 is Ri-i m LDC" l » *w * LJXr2 > md Rw k LDC " 3; 
X is -CH(R5>, -CH(R5)-alkylene-, -CH(Rs)-alkenylene-, or 

15 CH(R 5 )-alkylene-Y-alkylene-; 

Rui is selected from the group consisting of: 

-Rs-C(R7>-Z-R8— alkenyl; 

-R<rC(R7>-Z-R8-aryl; 
20 -R^rCCRTy-Zr-Rg-heteroaryl; 

-R^-CCRvhZ-Rs-heterocyclyl; 

-R<rC(R7)-Z-H; 

-Rff-N(R 9 ) -CCR 7 )-R8-alkyl; 

-R^-NCRg) -C(R 7 >-R8-alkenyl; 
25 -Rs-N(R9)-C(R7)-Rs-aryl; 

-R<rN(R9)-C(R7)-Rirheteroaryl; 

-Rs-N(R9>-^(R7)-RiHieterocyclyl; and 

-R«-N(R9)-CCR7>-Rio; 
R x _ 2 is selected from the group consisting of: 
30 -R6-N(R 9 )-S02-Rs-alkyl; 
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. R6 _N(R 9 )-S0 2 -R8-alkenyU 
-Rr-N(R9>-S0r-Rr-aryl; 
-R«-N(R9)-SOr-R8-heteroaryl; 
-R^-N(R9>-SOr-R8-lietCTOcyclyl; 

-R6-N(R9)-S0 2 -Rio; 

-R6-N(R 9 )-S02-N(R5)-R8-a]kyl; 

-Re-N(R9)-S02-N(R5)-R8-alkenyl; 

-R6-N(R9)-S0 2 -N(R 5 >Rs-aiyH 
-R6-N(R 9 )-S02-N(R5)-R«-lieteroaryl; 
-R6-N(R 9 )-S02-N(R5)-R8-heterocyclyl; and 
-R6-N(R 9 )-S02-NH 2 ; 
R,. 3 is selected from the group consisting of: 
-R^N(Rg)-C(R7)-N(R5)-Q-R8-alkyl; 

-R6-N(R 9 )-C(R7)-N(R5)-Q-R8-aDcenyl; 

-R6-N(R 9 )-C(R7)-N(R5>-Q-R^-aryl; 

-R<3-N(R 9 )- C(R 7 )-N(R 5 )-Q-RfHieteroaryl; 

-Rf-NCRfl)- C(R 7 )-N(R 5 )-<HRr-heteT0cyclyU 

-Rs-n^-c^-ncRsV, 

-R6-N(R 9 )-C(R7)-N(Ri !>-Q-R8-alkyl; 
-R<rN(R9)-C(R7)-N(Ru)-Q-R8-alkenyl; 
-R^-N(R9H:(R7)-N(Ri i)-Q-Rr-aryl; 
-Rff-N(R 9 >- CCR 7 )-N(Rn)-Q-R«-heteroaryU 
-R6-N(R 9 )-C(R7)-N(Rn>-Q-Rirlieterocyclyl; and 

-Re-NCR*)- C(R 7 )-N(Ru)H; 
Ra is selected from the group consisting of: 
-hydrogen; 
-alkyl; 
-alkenyl; 
-aryl; 

-heteroaryl; 



293 



PCT/US03/17659 

WO 03/103584 



-heterocyclyl; 
-alkyleae-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

5 - alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 

. -halogen; 
-N(R 3 )2; 

10 -C(0)-Cmo alkyl; 

-C(0)-0-Ci.io alkyl; 

-N 3 ; 
-aryl; 

-heteroaryl; 
15 -heterocyclyl; 

-C(0>aryl; and 
-C(0)-heteroaryl; 

Yis-0-or-S(0)o-2S 
Z is-N(R 5 )-, -0-» or -S-; 
20 Q is a bond, -CO-, or -SOrS 

Arepresents the atoms necessary to provide a 5- or 6-membered heterocyclic or 

heteroaromatic ring that contains up to three heteroatoms; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, Cmo alkenyl C 2 . w alkynyL C M0 alkoxy, C wo alkylthio, amino, allcylamino, 
25 dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cwo alkyl, or C 2 -io alkenyl; 
Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

R 7 is=Oor=S; 

30 Rg is a bond, alkylene, alkenylene, or alkynylene, which may be interrupted by one 

or more -O- groups; 
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R 9 is hydrogen, Cmo alkyl, or arylalkyl; or R 9 can join together with any carbon 
atom of Re to form a ring of the formula 

-Tr- 

(CH 2 )^ 

9 

R 10 is hydrogen or Cm. alkyl; or * and R 10 can join togeiher to form a ring 
5 selected fiom 

-n-c(r 7 ) -;N-so 2 

Rn is Cmo alkyl; or R 9 andR„ can join together to form a ring having the 
structure 

— N-C(R 7 ) 

c y- 

(CH 2 ) 2 . 7 . gjj^ 

1 0 Rn is C2.7 alkylene which is straight chain or branched, wherein the branching 

does not prevent formation of the ring; 

s salt thereof. 



or a] 

HI. A compound selected from compounds of Formulas LK-4, and LK-5: 

15 




(LK-4 
LTX-5) 

20 wherein: 

Rm, 5 is Rw in LTX-4, and R1-5 in LK-5; 

X is -CH(R 5 )-, -CH(Rs)-alkylene., -CH(R 5 )-alkenylene-, or 
CH(R 5 >alkylene-Y-alkylene-; 

Rm is setected from the group consisting of: 
25 -alkenyl; 
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-aryl; and 
-Rs-aryl; 

R1-5 is selected from the group consisting of: 
-heteroaryl; 
-heterocyclyl; 
-R$- heteroaryl; and 
-Rs-heterocyclyl; 
R 2 is selected from the group consisting of: 

•hydrogen; 

-alkyl; 

-alkenyl; 

-aryl; 

-heteroaryl; 
-heterocyclyl; 
-alkylene-Y-alkyl; 
-alkylene-Y- alkenyl; 
-alkylene-Y-aryl; and 

- alkyl or alkenyl substituted by one or more substituents selected from 

group consisting of: 
-OH; 
-halogen; 
-N(R 5 ) 2 ; 

-C(0)-Cmo alkyl; 
-C(0)-0-Ci.io alkyl; 
-N 3 ; 
-aryl; 

-heteroaryl; 
-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o-2-; 



296 



PC17US03/17659 

WO 03/103584 



R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyL alkenyl, C 2 .,o alkynyl, C„ 0 alkoxy, Cm. alkylthio, amino, alkylarnino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, C M0 alkyl, or C 2 -io alkenyl; and 
R« is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 
more -O- groups; 

or a pharmaceutical^ acceptable salt thereof. 
1 12. A compound of the Formula LVIII: 

m 

N 




10 

(Lvm) 



wherein 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 )-alkenylene-, or 
15 CH(R5)-alkylene-Y-alkylene-; 

R 2 is selected from the group consisting of: 

-hydrogen; 

-alkyl; 

-alkenyl; 

20 -aryl; 

-heteroaryl; 

-heterocyclyl; 

-alkylene-Y-alkyl; 

-alkylene-Y- alkenyl; 
25 -alkylene-Y-aryl; and 
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-alkyl or alkenyl substituted by one or more substituents selected from the 

group consisting of: 
-OH; 
-halogen; 

5 -N(Rs)2; 

-C(0)-Cuo alkyl; 

-C(O>O-C W0 alkyl; 

-N 3 ; 
-aryl; 

10 -heteroaryl; 

-heterocyclyl; 
-C(0)-aryl; and 
-C(0)-heteroaryl; 
Yis-0-or-S(0)o. 2 -; 

15 R 3 and R4 are independently selected from the group consisting of hydrogen, Cwo 

alkyl, C 2 . l0 alkenyl, C 2 . w alkynyl, Cwo alkoxy, C,.,o alkyllbio, amino, allcylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, Cwo alkyl, or C 2 -io alkenyl; 

Rsis alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

20 more -O— atoms; and 

R 9 is hydrogen, Cmo alkyl, or arylalkyl; or Rg can join together with any carbon 

atom of Re to form a ring of the formula 

(CH 2 )3^ 

or a pharmaceutical^ acceptable salt thereof 

25 
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113. A compound of the Formula LXXVHT. 




^BOC 
(LXXVffl) 



5 wherein 

X is -CH(R 5 )-, -CH(Rs)-alkylene-, -CH(Rs>alkenylene-, or 
CH(Rs)-alkylene-Y-alkylene-; 
Yis-O-or-S(O) 0 -2-; 
BOC is tert-butoxycarbonyl; 
10 R 3 and R* are independently selected from the group consisting of hydrogen, d-io 

alkyl, C 2 -io alkenyl, C 2 . 10 alkynyl C,- 10 alkoxy, d-io alkylthio, amino, alkylamino, 
dialkylamino, halogen, and nitro; 

each R 5 is independently hydrogen, C H0 alkyl, or C 2 -io alkenyl; 

Rs is alkylene, alkenylene, or alkynylene, which may be interrupted by one or 

15 more -O— atoms; 

R 9 is hydrogen, C W o alkyl, or arylalkyl; or R 9 can join together with any carbon 

atom of R6 to form a ring of the formula 




(CH 2 )wi ;and 



T is selected from nitro and amino; 
20 or a pharmaceutically acceptable salt thereof. 
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114. A compound of the Formula LXXK: 



,N-N 




" \\ 










X 


R4 


1 

OH 



(lxxdc) 

5 wherein 

X is -CH(RsK -CH(R 5 )-alkylene-, -CH(R 5 >alkenylene-, 01 
CH(R 5 >alkylene-Y-alkylene-; 
Yis-0-or-S(0)o- 2 -; 

Ra and R4 are independently selected from the group consisting of hydrogen, C10 

10 alkyUC^oalkenyl,^ 

diaDcylamino, halogen, and nitro; 

eachRs is independently hydrogen, Cuoalkyl, or C 2 -io alkenyl; and 
T is selected from nitro and amino; 
or a pharmaceutically acceptable salt thereof. 



15 



115. A compound selected from compounds of Formulas LXXX-4 and LXXX-5: 




(LXXX-4 
LXXX-5) 

20 

wherein 

R M , 5 is Rw in LXXX-4, and R1-5 in LXXX-5; 

X is -CH(R 5 )-, -CH(R 5 )-alkylene-, -CH(R 5 >alkenylene-, or 
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OT(R 5 >alkylene-Y-alkylene-; 
Yis-0-or-S(0)o-2-; 
R1.5 is selected from the group consisting of: 
-heteroaryl; 
5 -heterocyclyl; 

-Re- heteroaryl; and 
-Rrheterocyclyl; 
R M is selected from the group consisting of: 
-alkenyl; 

10 -aryl; and 

-Rs-aryl; 

R 3 and R4 are independently selected from the group consisting of hydrogen, Cmo 
alkyl, Q„. alkenyl, C 2 . l0 alkynyl, Cmo alkoxy, Cmo alkylthio, amino, alkylamino, 
maikylamino, halogen, and nitro; 
15 each R 5 is independently hydrogen, Cmo alkyl, or Cmo alkenyl; 

R, is alkylene, alkenylene, or alkynylene, which may he interrupted by one or 

more -O- groups; and 

T is selected from nitro and amino; 
or a pharmaceutically acceptable salt thereof. 

20 
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